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[*SfF»3K©«Sffl] 

[fi3j<iii] (a) mmm:&m<Dmrs*>um 
(b) mrs^umtmmtiimtomic. nmuimn 

(C) IWU143> hu-JUUWSffiJEttSattfl 
®*»6ft&ISi3iJScWJ§. J:<3ft&:i>ft< £&3<i©)i£ 

mir s c tifi^mtsfm^ ■< i-~m^-r zmxm 1 
Tim i x« 2 <,am<DM&femmmw.. 

5 tit ft -S»*3S 1 - 2 X« 3 fCi aKCDtU^ME 
C»*H5 ] JBBEttSaBWJI* 4 . ®E.tmmf?m±mW. 
^#JJii# 5-50 «tf tJW** 10-70 fiS% , 20 

r 9 u JUfctt^su* 3 o~80 *fi%t?*sfMai 4 tcta 
j *j>w. ast*. tsr x«> ^#>^oi»^ 

1 «XB 2 «K±*>6tt4»*3S 3-5 ©l,»fh*> 

>-C*>S^3R3fi 1 - 6 <Di,>-rtliP 1 iH«:tE*R©*i&fefi 
[»5jai8 ] |Pia***>*JiX h^af--;k x* h 30 

ne>©if2i##>e>£c9. f^ji/t^i^ny^^n 

if^rn>, y>f^fP>, yjl/x^XT- 
p>. H^y-il/x^x-^px x:f-> F-^yjuxg^ir- 
;uxx h uy-;us?£iS3:^n6©S§#^6%5. IS 

-rn#> i ^4cistg©g^£Sffl«go 

%. 0-4 0fi»%. ?J<#2 0~7 0ilS 

%. jfMflft&M** 1-10 £SK> ERiRiSjiS'J 0.1- 
1 0fifi%£#Wl/T&5f|:^9&tiafS©M£yS^fli 
KB. 

[^©fffffflftifc"!/?] 
[000 1 ] 



^f§fl¥9 - 3 1 5 9 5 7 

2 

-JUJaSBEtt^SUSrSB-r-SC <t (c J: 

*sw s»«aBW«ai«jif««*» e> ©«a*««(M- s c t 
fs^oa jiic.«.^(c3affl-c tsci its 

[0002] 

Xhv^-A (ffiAS) . ~M3#-A (ft AS) ft if 

-r-S^S©##tt* 5 fiTO-rLS 5C£#*£„ c©J: 

[000 3] ttc, *ffl©&lHm»i fibt^©«S««:KI 

< o«3tltC^. ft*.tf4$HBB6 1 -2 6 5 1 5 

WWifa ~> -;HC J: o XftM S ttfcflSS W^tS 3 
nrt>*. £1111136 0-6 3 34 4^&*L £PBBg6 2 

- 1 8 2 9 4 2#£r$R. 4908196 2- 1 9 5 32 6-*f£r 
«. 1 -2243 1 2-^<&#g. ft&¥-4 - 4 6 5 
9 2^-fifS. ft?6 - 5 0 3 2 5 2-Ef&$B. !(#|g^2 

- 1 2 8 3^«RymiiS6 2-2 1 2 3 2 0^f£r$R 
ft £-©^liSM«C7n$ nfcg^?SiSffl»g^*j?Jfttiiffijg 
H©^fftt@#S«Jl t JBHffiro<D4BEflU§ & Br o 
r^S.^-CK#iaBS6 1 -26 5 1 5 0*t<&«<h*3IL, 

l/A^b. cn6©*tet«JK^6tl6J: i 5ft^Ii 

\mmt)*±Mfz> c t ccft o ^jssij^tifln^ii^s n 

[0004] -^f. 3jS!gjK:MOT#5£!Wfl&*^>fc 
^tn^i^ h 5i?*-;H4. ^©^JBnJtgft^fWK: 

ttBfiLtxx h5^-;i/©^%*fcb. H^Jra 

■Sfc©©. SB^'^^ke-^fffH^iOffiilK^S 
ivRS^bStiSfcA. ^ft^^^W^-r^/cfeic 
i*iSfflS©xx h-7^sf-Jb*IKflBL/ftWti«ft6ft 

* fciasffls©/ceii)iij^ffl^©^tt* 3 w * 4 sn*s 
*>-S. -ec-c. ig&tS^-exx h^y^-ji/©^*^ 
ft< Ljflitt>K:aai*-&JftKK:«bJ:5i , r*K**«ftS 
nri>*. t£¥6- 5 1 6 23^^ 
^¥■3-5 0138 e^titi^ h^^sf-;!^* 

;l/*> ; Srx^ y-;U©-JrVWc|3{cWASti. 3>hP— ;U 



3 

- 5 0 0 7 4 o#&srw. ^ 3 
T48&*««SiJ#«ffi*3*l, - 2 2 0 1 2 1 

■jfc^iSLTI,^. S/c; WHHM - 3 4 2 5 3 2 

il, tt#S'J<!:Or2-x^;U-^+^;l/T^ i ;u-hi 
- tray F^j&^fcSr* *))\>m&&M 

u T?V)imtiwmimwmiiimm<. busk.**-? 
mmbm<&msMm**icm &©■?**. * 

[0005] 

s tf n k# 5 &jf $«©*t <tcim 

[0 00 6] 

fcBLfc. It©fttll*3> ho-;UU#£!S 40 

»W©iIHi*l».ihl/. 3*OT*Jfe#^^HfctfLfc«fc: 
t*. 

2 ) S8W©«»Ssett©iSi±. 

3 ) ^ipiMtt©<£igt. 50 
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4 > &ja^©&$? tttitttt. 

5) aiEttS**K>m>Wlt*]. 
[0007] *^BJ«. 

< a ) ^j^aaitt©*fr *> urn 

(B) OTfe#JB£»MfittHJI&©fBlt<:. ?68Hc*Sb 

(C) M*KDtttU«=i> Ha-;l/U»i«yEttSa«PJ 

»ntttui». iSEttg«iS'js©s^tc^sijsjat±7 

c n 6©jss«-cc ncTfj JWRtt*w**9 ^ -art: a a 
iS)itts#^e»as^©«ta ; &=i> h p-;pu#-s> 

[0008] J!5lT*»W%JM*WCC«Wr *. 

g^rSSffitia©o <b o© jgjg i u-cs 1 cc^$n-s^ 
». i^K^ttji©3iisa«6»*«#-rs«tt©jiRi*» 

WT%*f»a>£JBSiH8ii147 ^ JL-A©g^l5t**<3>£©R3I 

©jn«w?awi®©*«:»A3nri>*. ^nmnoon 

S. H2B. HUCmbfc**?BcaBfieft«ffl««©a 

»5 -y^- ©*»*b**«©ttj»*fiwrw*»6afcia 
w^jSi(i±iffi©^Miccf&r>r^d?)ic7Vx$n-c^5„ m 

[0009] ffi»W6»<!:a4*BB. ^IWKJStttt® 

*»?u©jii«i«iiiftfflMK$*ifca{c* 

<fcc>„ mtfffiW^iltB, 5PBa*^-=e><t it, 

;U. x+'J>. x+U->Sfc«^n6©g|^£L 
T, SIfiiX hvisX-fr. x-?-~)i>x.XY 



5 

7'P^^P>, SI^FP + ^'P^fDV, is F 

FP-i^/dJr 1 ;^ h 

[0010] *©«CC*«^«ffl«K^«ttttli«Jt 
LtB, SJflL«t£SWI <«: ^hP^Jt'J 

>, SW-fyvjUtrF, tSM^JU^T-^A, x:?**?e 

xn^>^;k r.hu>i/b'>f) . 

(W: 'J F#>fX ^^-/X ttttr/na-f > % 7* 

h;Ky7>, -/t^'J7x :/y>>y-;k 
#>hPb>^) , «*jfefflffi»J <Fd: *Pxi?>, U 

^x>^? *>£x;k :R{fc#*& 

z>^x> N 7 7#*1f-h^) . SirA^/UfO («: 

SU(W: *n^!/*-0V> % u*J*F^«> , RTWbf 
HW<«: F7^-7Xh, T^^X^>, ^rFf7x 
X ^S^*K **1^F$F, xy# 

x*>«> . tpmwMitmm w-. ^pji^p^x 

^h7^A, ^T-tf'SA, U-fe;l/f>, >f 577$> 
90 > *B&«*Jffl <«: -<>F^*5»> ^^P7x 

;i/t'7'n7x p^v^p?*:^ xf> 

F7^ >{>F^^77^^) . ^SffifftSfJ 
(01 : x^>) , (ffl: F-;k 7^ 

•^p>, <>^'JF-ik 7PPA'? yr — */> 
m) . 7"P^^7>^> («: PGE 1 . PGF 
2 a, PGE 2 , PG 1 2 ^) v Si»tU>3y (0J : 

BKK^^dr*-^, ffl&^a^P-^k tt»:7p*7 

pss, ^-7/7^x p-oif y * f«) . #y^ 

^F»(D*Jl/*>« (LH-RH, TRHf) . tax 
xhny>S>J (09: £-=e+^*7:c>, ffi&7r Fa7- 

teSECcffiaittjtti UTffl«SBWfc»urO . 1-101 



(4) ^¥ 9 - 3 1 5 95 7 
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[001 1 ] *^<DWieo/c^iBj«, ffioj3E»«:»sfln 

&©»JCD*flJ&<hLT«. 7K^OIS^*0^2 0-7 
0M%, <BRTJl/3-^OE^*lld«l 0-4 0SB 

10 E^w^tto. i-ioii%©»w^ik s 
SffijtD^y -fe y >*fc«# y x * u> ^y ra-juoK^ 

&mm<D */cw^ y t>j>^7 

^ h h l < itttihvm&bvfs&m&i* 1 - 1 

fc, Cti66i 4 KvBCCJCDTy;MMiJS:ai^6ti&. 
[0012] yjWbSUi0r«^7Jl/d<*S/tx;ba^ 

#yr^y>>HKv~2\ #y trx^tP y f>, t 
20 FP^^7'pfjM ^;l/-fejUa-x, tKa+e/x^ 
-fe;l/P— X s bFP^^Pb'J^P-^, 

Xr7'J>Ixxr;W rx=J^hf>»^ h y^; 
A, F37xP — ;U (or - F37xP — ;k /3 - h r3 y 

xP-;k T"FP7xP-Jk 5-F37xP-Jl/f 

<Dd#, di») s^cneo^f^s^ 

y^tFpyr-fel/^S, i;^;l/t Fn^^FJl/ 
40 x>, ^;l<fc FP^v7-VWk t e r t 

t'Fa^^7> ( M^fxxf ;b (x?;k 7'Pt" 
;k >f77$;H|(Dx^f;i/) , l -shfrv- 3 

4 _ ^ y ypp tVl/^>i2>#(DiSa^tn^t^^ 

[0013] mTtwjitcoiira^i. sjt^ 

WJBitt*^ ^ Ji/A»»*jo«ia • »ti©|»±<Dteae>cc 
50 ^LC^o IHTfe»7-<^A©jRW<bUr«, ±lE(D^ff 



(5) 
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cooi4] cct, xmiic&m-c&ziif&L^mm 
fctMtWBtx * r>\si>w& v < wtc ? y y ^ r ^ ^ 

Rtf 5 U X * ;U r to 3 - ;U^cc jSt > Bfc JRteiitt £^ u 
;k yy-feU>, tTtoU^Wt&W&b<*<D t P~&ftiC 

^y -fe y >a^ttd< y x^ y y ia>„ 

TLtt?-/ jua«, *Rtt, x», *#>s*R©i»# 

K)lIXii2S«±*64iC«l:dit?*4. £?LKt* 
&COl>T&J#-U-^jIfijg# 10^50 0 sec/l 
0 0 cc©afiHr*5C£##*U>. 
[0016] 3S6«j©»ffl%3> ho-;VUf#4ffl6BEttS! 

6Sf^ci«i6^-e*s 8 fiutfcSfrrs 40 

[0017] JM*ftK:ra, MBBEtt»H#J©^i Itffl 

^e>h5^x7Xhv-iurtt, #y-/v 

^u> (ma, x^v>jt?»4 D D2 : trx** 50 



«fHFF 9 - 3 1 5 9 5 7 
8 

flitch y >fv^fu>^i') , (a-b) n-Asasw* 

(Witt. VxJWb^©**u>-^#>?x> 
-x^u>-/a 7 ^ftM^ft (iSiS£ :^'J7i/^^ 
TR-1101K x^u>- -fy^U>-^^l/>^ 
a* 2&m<&& (ffi D D a« : ^y 7 \sv 1 1 0 

7, ^fj7U^XTR- 1111), B^Jffi^Ati: 

(fSfi« : JSR5000, JSR5100), 0*-tf 

S^* (lS.Si« :^^>*^342 1)9) 

^I«5-5 0tl%t^l (ff*0<B10-401 

3&«:»*i/<tti o-3 0M%r^ 

[0018] ^tt«»JOJSR^©tt««#»lllt It 
R3B»ififfilK{bK«WJi8 (WittT^a >P - 1 0 
0 (Sfig) ) , P^>xXfJl/ («WiKE-3 1 
K K E - 1 0 0 (& a a«) > X^^xxr;l/S- 1 

0 0 OSfi*) ) , TKSSEtt&flHl (Witt?*-^ 

1 o 5 (MS) ) , ^^>**«as3a«Bi (mw 

*yrn>P - 1 0 5 (ffip D D g) ) «<Q»3tt##W18^ 
WSSti*. ffiEEttS^f»J*^Offi^S«5-5 Oil 
iff^L<«5^4 0afi%-C^>f3, ?6CCW 

txiwwi^n^ saEttff#jpj*^(DiB^«tt i o 

0, $6^C5?^ L/< «2 0-5 01t%t^^ fl 
[0019] J/c, 3AX7Xh7-ii^, ^1^1514^ 

«W©jffi»iLr«JB^*ci*>r*S7^y;u»tt* 

S^ft, ±13 (^^) 7^l/;«7^Wx 

m^btiZo ±fB (^£) 7^'J;«xXr^i 

r^y;i/®!^;i/, r^y^K-Yv^^k r^y 
x^;^=^^;u, 7^'J^i^v^^^K T^y;u^ 
'jji/Sx^r y ;t/, ^ V)i>wtj*>i s jzzv 

yfi/;!', ^^^y;i/ffi^^y;u, ^^^'Jj«xf7 



(6) 
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toy Fvwtdrr 

(^^) 7i> y U- hfr£'©t Fd*'>TJl'*Jl' 
£©<*> (8 -^teiffl^l"^^ = •?L"f>W'» £ 

[0020] 7$ FIMf4t^-7-i0ttt. Tf 

juts F*£©r^*^ ri"J*r s k : n- 

■f\-*i/jt?)\>7#V>l''7$ F. N-iF + 'WW 
^yJl/TS K&if(DN-7Jl'3*J'>^l' U^T* 

y jut s f . yr-fe b >7 y s f& £#flbr?sn 

* y u- trpyF>iS 20 

3»giJJl*'^tDiH-a-fi«0~8 OltrotibO 
L,<{*5~6 0SS%-C4. , 3^^^»*U< ttl 0-3 

0fiM^t?&-2>o 

[002 1 ] JSIE14S«SiJia©» 30-30 
0t tniTA«). 3 0 ymJ;y^t«S14KP8S* 5 *^ 
30 0^mJ:0»^W3:Kta='>bD-^* 5 B^ 

[0 022] Cft^i5^K-, ttSMt-5*)». *C<t 

[0023] 3 ?,{C^38©ffliJ£14SaSlIIB{C«. £9 
SP-5 2 0 ([§,?□€) - T?T*-7'4SH (i§ D a n 

£) . 77v-^8oof (i&Ag) . -y^^M 

M-1 0 0 0MPS *©«*tt*^. 40 

[0 0 2 4] |HJgtv^^—SifeS7^;i/A«:ot,i-c« 

BBsaa©«ffl©i»«:»«iBj6*'si»r ttw*»«* 

■i/A, ■te-rt/a-X. ipys^f*. #yx^u>. 



SC»B7;l/*a*-sK>S¥TMSTS*>S/t«7 y— 

fgw*tcjs»©^tt]§ii ; &ie^ & * £ guBHt *ias 
o/c 9 /"jyrttSrtBigo-t: fyji»-7'fy--«:«tij 
sbs©^ > k y > ^assw 4 & s * 9 *»©*:«>© 

i£5g-rs§«5 -f ^--i©na©ft«ttK:oi»"ct3:aaH© 

[0025] ^S©B«W^F«:BB3EL«Cl^^tfn 

m 2 —20 0 cm 2 ©$5B«:£>& C<k U*.. [ffltS 
*H cm 2 «fc0ifct»i*ll»7 4*-*lWl/^S«*ffi 
JttClASC£:ftiB»ctt9. 2 00 cm 2 iOE 

< & s i aalciaiBww < ft z> . -ys^m<om sko 
ivc «*si]»Mm«:*5ty sum? -r y— % 

©^3^*Jt^-C0. l~15mmO|iit*4Ci*i 
mZftO. lmmJ:0«l»«^aKWfcWW» 
*fc D ©g-^-^Jfi* 5 ^^ < ft * C i &£«ft <§n* 
?r«ISStffl©J#^tt* 3 S<^^©^« 1 *^< %l ' > <' W** 11 
5 mm J: 9 W^*^**©^*©*^^ * 9 

[0026] c©«fc 9Kl/"C»&*lfcaWift«^fSJB*« 
aaBB^»n*W»tS8WStW»i©IH*c**ASti)fc« 

aita-5-ci>s©-ciis«©i*Ri ivr*Stt©»>«K© 
^ £ ^ _ i th$s b -rus ijffljs© a si, » © 

[0027] *»H©a««jR*BW©tce*ft^ i>r 

#icWS(*ft<. 5i^©*ffi-c*Sii-r-i.c:i^-c& 

^Bg©^PJ)KlJiM© a Jl^*?*«!:b'r«® 

(Ett^«siJ)i©"r^-c©^ ; &^*-y>, f^x>. m 
mmomfflm*m*?z. «9«^ ^ ^— «i»a»©« 

©ggSU)&ffl®£i^©JIS4KK^WL. S'JJCiHIIUfc^SiJ 

m&mz&z. SEfcv *is^©«ft8W5awi©f! , J»3^ 

[0028] 



(7) - 3 1 5 9 5 7 

n 12 

m*-m:mm%&M'v$> % a * * c o o 2 9 ] mmi i 

x^b>-^y7'u>-^^u>yp^MM 10. 50 

TP UJl'SSttttXH (T2 -x^;l/^+^;k/ 10. 0 0 

ifelft/^:? -f > 4 9.30 

(B18l«ttB^fc*3RI»re) 2 0.00 

#y >fv^u> 10.00 

^;l/tFP^>h^> 0. 2 0 

W* *«■ LBf 5 CC«JBr jBW»m» i L * [0 030 ] 



x£^-X/ 24. 00 

ttffiffi! 4 0. 0 0 

^ y -k y > 25.00 

^■5 V)bT&x— 0.50 

yy-fey h 3. oo 

vjt/traot-/^ u— h i. oo 

M^^m^P-^t h 3. 5 0 

1. 0 0 

g^^;l/x^x-rn> 2. 0 0 
C<Dfc- h5/-^©i^JBKc»oT«BfO*«* [0 03 1 ] HttfRI2 

x^i/>-^yyu>-^^u>^a^^^* 30. 00 

T*yJMfitt*»!l (7f'JJW-2 -**J]^*is)l/ 5. 00 

ffiM'Vy? hZs 3 0.50 

timtt*m mmm$smmt*mmm) 25.00 

*v^y^i/> 5. 00 

#U x^b>^y r3-;l/2 0 0 4. 00 

>?y^;l/t Fa^>h;l/x> 0. 5 0 
C©«#r±E©»Jfi*ttCCfi£^faiU, &?lM$t*m * [0032] 



x£y-;l, 24. 00 

|g«*K 4 0. 5 0 

*y^v>yv3-^3 0 0 2 5. 00 

^'JUWba- ;U 0. 5 0 

^y-fey >t>>*u— h 3. 00 

yji/tr#>*y^b- h 1. 00 

bKO^5/7'afJM^l/tJH3-^40 0 0 2. 0 0 

xx h^>>;*-;U 1.00 

7'a^fa> 3. 0 0 

f-j^U c©t - h*>-;^ifcjS^tlWl/*JS# [0 03 3 ] 9GRM3 

xf-u>~'{y7»-x^i/>y > P7^ifci^ 15. 00 

r ^ y JWfitt2iBW (r*yim-2 -x^^^u/ 11. 50 
trxji/b-u y 



(S) 

14 

* ^ 14. 5 0 
£> a £ 5 h > 

f^*?HM- 1 000MPS 3.00 

i?^tKD*i'h)l'X> 1. 0 0 

c om^-cimotm-fimK.u^fM L . ^LStttSrSi * C 0 0 3 4 ] 

** IS' oo 

^'JJl/TJUa-Jl' 0. 5 0 

i"j-te';>*^*U-b 3. 00 

yjH=r£>*V7^ U— h 1. 0 0 

t Ka=¥->^'db-JWy5 1 JH2.'l'O-X40 00 2. 0 0 

5/-*U COt-h^W^^^* 20 C00351 WWI4 

x^uv-^v^uv-**^**'**^* 20. oo 

r^y^*tt«»J (TfJ^«/r^»;^«*^^^ 20. 00 
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C<D*W-C±K©«ja*ffi«:ffiC^fRRl/, ★ [ 0 0 3 6 ] 



34. 50 
17.00 
8. 00 
0. 50 



24. 00 
4 0.00 



10 0 

*i;-fey>*^*V-h 2. 0 0 

t Ka^V7'o t*;M^iVD-x4 0 0 0 2. 00 

i: 00 

COt- hS/-AO«-«K»-»T«(fO*«A [0037 ] X*M5 

^ u> _^ v y u> -;^u>7a-,*£*isH* 2 5. 0 0 

Slb<77^ In' nn 

3-*200 4 - 00 

y^fAtFPtvhwv i. oo 

C©^^K©»»^fc«^fWU [003 8 1 



(9) -3 1 595 7 

15 16 

x.*ty-)\, 2 5. 00 

wmm 4i.oo 

#y x^U>^ ! ,f 0 0 25. 00 

^ y x^vt;^-^ i. oo 

V;bt*£>^:-/^U- h 1. 00 

b F a + d - x 4 0 0 0 2. 0 0 

xx h l.oo 

^P^fPy 4. 0 0 

mm o . 5 g * ^?L«ttffl'jKflrF wji it-h io* w<Dm&femmgkm:%mc 0 

x?isis-jvy'\s>-x?\sy7ay?±m^& 12. 00 

T^U^ttSffl (7* U;UM-2 -x^;l^^>;U/ 15. 00 

aftSb^^^-f > 17.80 

?ifW49I (a^>xx^) 33. 00 

'#U-f V^l/> 15.00 

^ h> 5.0 0 

f^x^HM-lOOOMPS 1. 00 

Fa*S^h^x> 1. 2 0 

c©«*T±ffl©i^^«cc«ecifH8L. ^lstw^s * [oo4o] 



-fy:7*ci^V-;t/ 4 0. 0 0 

mmm 20. oo 

^•Jxf n-;l/4 0 0 3 0. 00 

5 ';x^;l/T^n-;l/ 1.00 

V Zs*:Szr? h 2. 00 

tr Ko+^a f;by^-;i/-fe;i/n-x4 0 0 0 2. 0 0 

IX^^-J1/ 1.0 0 

» Fu^i/7 , nyx7'P> 4. 0 0 

^-;t/U COt - h^-;KD^CC»-3-C«WfL/*:»* [0 04 1 ] ^J60»7 

x^u>-^ v^u>-x^b>ya^^±tm^ft 12. 00 

TZVJlZmmftl (T2V)im-2 -x^A^S/ib/ 5. 5 0 

ifefiij;^:? ^ > 2 3.00 

tfy^v^i^ 8. oo 

i/^i/tFa^vh;i/x> 1.5 0 

C<D«E&-C±EC!>SJ6*Secfiec*fNHL. * [ 0 0 4 2 ] 

x£y-;u 10.00 

jfgSS^ 6 1.00 

^•Jifl/>^'J3-;H0 0 2 0. 00 
^•Jr y;l/T^3 — 1.00 

VJUfcf£>^:y^^U- h 2. 00 



^^9-3 1 5 957 
18 

t'Fa + ->^v3f;l.^^;l'-b^D-X40 00 2. 0 0 

iXh^yt'-"' 3. 0 0 

«^ w> .^^,,^ jo 00 

2 9. 00 

#iJ>fV^W> 1 00 

C©«*-C±IB«)tUS*ttK^<'^ 1 ^ * [ 0 0 4 4 ] 

$B?I1&J£ 2 4. 0 0 

X*'-* 4 0. 00 

mm 25. oo 

y«;*y> o. 50 

5<»i;*r*3-* 3. 00 

if iJ-te'J>*^*^-l- 1.00 

vin^io-t^^u-i- 3 50 

«... 

' ®&m£mm<»w& A7 **^ fck 30. 00 

iSlij^'? -f > oq 50 

titttteffl (JJI81»IMnKffc**«»B) ^ • 0 0 

#y-fv^*w> 5 00 

CO^J«D«3t«Wc»»«IU. * [0 04 6] 

24. 0 0 
40. 50 



2 5 0 0 

9«5»J^T^3-^ 3 00 

j' oo 

y;pt*£>^e-^^i-'-^ o 00 

t FO^>7'atJUy3^-fe*u--x40 0 0 *• qo 

£310 . 5 g *^?LHt*«ICC«Tb»n%W» t c r 

iEttS^©« ! 5 0 0 



CllO 1 5 9 5 7 

IS 20 

r * y JWfiftHWM (r^vwri";;^^?^ is. oo 

tt#tt^#J (BHilKffiFnftf b7K«W19i) 3 5.00 

*y-f y^*i/> 15.00 

h > 3.00 

f>»?x^MM- 1 000MPS 2. 00 

S/^WtFD^^hJL'Xy 1. 0 0 

C<D^-r±8B(«Hie*jS«:fie^f^HU. ^?L«W*« * [0 04 8] 

■ L^^*3«c!wROT*«»liI*i U/c 0 *io 

x^^-jb 2 4. 0 0 

mmm 40. 50 

#yx?i/>yy 3-;i/4 0 0 25. 00 

7>>y^r^3— ^ 0. 50 

yy-fey>*y:tu~h 3. 00 

y;bt^>^y^^u- h 1. 0 0 

b Fo^>7 , afJWW^P-X4 0 0 0 2. 0 0 

iXh7^^ 1. 0 0 

ft»^Ka^oWfP> 3. 0 0 

Is-toL* C©t-hJ/-^©^JB«C»oT«Klx*»3« [0049] SOWI1 1 

Xf-l/>--fV7 , l/>-^l/>7 , Py^l^ 2 1. 00 

TZVfrmkmftl (Tt>V>lWt-2-x-*>^*is)\s/ 2. 00 

SMtb^y-f > 3 1.00 

tt«^^s»j (8aa»5«afliK^t*««jffl) 16.00 

*y-fy^u> 29. oo 

iP^;Uh KD+j/ h;bx> 1. 0 0 

c(Dj^r±E(D»j6*iaK:8e^fHttu, ^iiwuzm ★ [0050] 



x£^-Jl> 2 0. 00 

mmm 40. oo 

^■Jx^b>^>j3Hl/30 0 3 0. 00 

$'JX^;l/7J^-;b 1. 0 0 

yy-feui/^ytfu- h 2. oo 

t Fa^^^a t';M^Ji/-fe^o*-x4 0 0 0 2. 0 0 

M^^>'^> 5. 0 0 

X5 L l/>--iV7 , l/>-X?b>/0^itlM 14. 00 

7*UJW6tt*5W -x?;K4vV 5. 0 0 

iKtt'^y^ 7 0. 0 0 

tt»tt^M (fl»»l}ittfp^b**«J») 10.00 

^Jl/tFo + v'Fil/X^ 1. 0 0 



C12) 

21 



[0 052] 



^9-3 1 5 957 

22 



24. 00 
4 1.00 



#y**u>fy3-*300 ™ 
v ;i, tr ^ 9 

tKd*t/7'OfJW^t^a-X4000 2. UU 

xfu>-^V7'i/>-^u^a*-'^^ : 5. 00 

7 * U JMR*S«W iTfJKWl- 2 -x**~*5/*/' 8 0 . 0 0 

10.00 

C ©«tf T JdEOSi^K^tt* b . 3K C 0 0 5 4 3 

**** 40. 00 

1 2 0.00 

— 5.00 
5-;^ c©t-h*-*©»KK»oT*Kl,*** C005 5]*JSWI14 

x*u>-^v^>-*^>^***^* 2 0. oo 

Td"JJ^tt^J (T* iJiI«-2-X^Jl^*2/^/ 13. 50 

C ©«E&-Cjja©«BS*ffiK«^f¥« L - ^[0056] 

10.00 
6 1.00 

#.;*^u>^y =»-*40 0 i oo 

tFa + i/7 , OfWfWl'a-X40 00 4 0 0 

^^liTm^utu). i I- [0057] 1 ©Hii*****. M1WB»©*I 



2 3.00 
34. 00 
8. 00 
1. 50 



23 



C13) 9-3 1 5 95 7 

24 

I »Bf a© JgttK «JIK 0 iOWt 4 -T *» * 4 C » ttitfJIK&a 
[0058] ##0^ 



8WIL3i5«:*©±*»i&^?lKW*aiJl-r4. ^©±B 
«W8W3ti«:^aHtfO±«:8««:H«Eb*:SBW0 . 5 
g*itFLWI^»lit- h'>--W. C©t-h 
^-;U#EfJ4>4 ft&«fc 2 0 cm 4 PBBKSSW l<3$ft 

Ti"J^tt#S"J (TS-6 2 0 : B##-;W httS) 
x£y-JU 24. 00 

wm 4 0. oo 

^ y -fe y > 25.oo 

y^T-'l'^— ^ 0. 5 0 

yy-b'J^/tt — h 3. 0 0 

VJUh*£>*y -5-0 U— f- 1. 0 0 

^Ul/tf'+t-'.* ^JHzJl/O — h y OA 3. 5 0 

fiS^a^f n-ji; 3. 0 0 

m\ 0 . 5 g £ ^?LMMfflCC?iiT ^MfT % ** J§ 4 f - f- * 2 
->-jH,^©t — K->— ;l>#SEfi'i>4&SJ: ^(C2 0 cm«20 

(ffifi^S TS-620 : B**-- '"W httSI) 
Sffl^AxWfn> 2. 5 0 

KWbtJX h ^ttX-Artftms to*-* Z.7~U>m>* [0060] #=£#j3 

X^l/V-^V^Uy-^^l/yya-^ltl^ 2 5. 00 

jj«y-fv^u> 5. oo 

-<> 4 2.00 

*W#^JW (*»IBa«sR{fc*3R> 2 5.00 

ixi-^y*-* o. 50 

i^M^Jl'J-?-X7 i O> 2. 5 0 



[0059] ###12 

9 7. 00 

mm* 

0. 50 



( fSnnS 355Medicaladhes ive 
3. h > 

xx h 

g^y.iUx^x-ra> 

Ki^)8Jrbt:xx h^y^-;l/t^yjl/x^xf-n>?l 
£gff!|4Ufc. 

[0062] mm 
immi 

iXh7^-ATTS (^W^-tllS) IK &:0 

[0 063] Jt8W2 3/4SHJW : 1 

-hPjf-ATTS (^-ff-tt») 1/2«B:2 

[0 064] umi i/4mm-. 3 

1 1 . tfmmm so x 9 v>mm •. a 



9 2.00 
@^ 

5. 00 
0. 50 
2. 50 

sasfi©ttButi#*w i so* 2 ftuictmmvimx 

Srtfofc. 2 0A©««# (fil^A. Stt) ©±ISWK 
^ 1 . 2 tCwT. ttS 



C14) 



9-3 15957 



25 

5 K . tfcttWC « 7 2 BtHCDteWtCte I »^ 1 / 2 S0»K 
-CI* 1 / 4 »»*J*ttJ£LhB«> nfc ( * ^ 7 - 3 • 
(X3T-4. 2~5. 0 ) „ 
: 0 



26 



2 
3 



©48»©IWi«fl». «BWOW«2*KX3T 

«B*fc(*=»r-i. 7-2. 8>©«c*uewiT? 

0. 3) . 



10 



[0065] 



1 







3? 




it 1 


* 1 












tt 


«• 






n 


m 




to 


01 


M 




i 


2 


3 


i 


2 


1 


A 


5 


4 


5 


i 


1 


4 


B 


5 


3 


5 


0 


1 


3 


C 


5 


4 


5 


2 


1 


3 


D 


5 


5 


5 


1 


3 


4 


. E 


5 


5 


5 


3 


2 


4 


F 


5 


4 


5 


2 


1 


3 


G 


5 


4 


5 


1 


1 2 


3 


H 


5 


5 


4 


2 


2 


3 


I 


5 


4 


5 


2 


2 


3 


J 


5 




5 


3 


2 


4 




5.0 




4.9 


ji., 


1.7 


3. 4 



3/41* 
1/21* 
1/4|* 

5 



[0 066] 



30 [»2] 



(15) nmW- 9 - 3 1 5 95 7 

27 28 







A 


D 
O 




Li 


Er 


r 


CL 
\J 


H 
n 


I 


j 


^37- 




Ctj 4/r Aof * 


0 


1 


U 


O 


1 


U 


u 




n 


i 
i 


0. 3 




crt? -tje jm n 


0 


1 


0 


1 


\J 


U 


1 


u 


v/ 


n 


0 1 


at 


cto -fcte Jot n 


1 


0 


I 


O 


O 


U 


r\ 

u 


U 


u 


1 


ft *i ' 
v. o 


& 


LI, -Jtfl £0* 1 


o 


o 
o 


c* 


Q 

. o 


o 


9 




Q 
£i 


2 


3 


2. 5 


30 


l_L- *A VK* O 


£t 


o 

Ct 


<i 
O 


o 

o 




2 


2 


2 


2 


2 


2. 2 


ft 


ro| 1 

^ #! 1 


O 
O 


Q 

o 


o 
O 


o 

£* 


Q 

o 


o 


o 
o 


o 
o 


o 
o 


3 


2. 8 




.£> Q 




2 


^> 
O 


Q 
O 


3 


3 


3 


2 


2 


2 


2. 6 




Mti&fa 1 


o 


o 


o 


0 


0 


0 


0 


0 


0 


0 


0.0 


$9 


^tefll 2 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0.0 




9l'2K4« 3 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0.0 




Itttfll 1 


2 


2 


2 


3 


3 


2 


2 


2 


2 


2 


2. Z 


24 


tfc&flS 2 


1 


2 


3 


2 


2 


1 


2 


2 


1 


2 


1. 8 




1 


2 


2 


1 


1 


2 


2 


2 


1 


2 


2 


1.7 


W 


#^03 2 


2 


2 


2 


2 


2 


2 


2 


2 


2 


2 


2. 0 



[006 7] &,®.ffl2 . $£&i*!lft 

mmmRv^m i ©^Mutt**: 5 o • c • 2 

LSsHSttOSSSM IS 3BW©»h K o t » T WEB 0 
fc. «t9tfb&n 0%LXk&^tc&mmtx*tliiMU 

[0068] 
[*3] 







3? 








ft 


$g 










0H 


«l 






1 


2 


3 


1 




0 


O 


O 


X 




0 


O 


O 


X 



[0 0 6 9 ]«K«3. RIMKR 



Wit :0 
• *8Cftfi4W : 1 
II 6***18 :2 

[0 07 0 ] 
30 [«4] 



40 









91 


It 


It 




li 




26 




tt 






« 


0D 


01 






1 


2 


3 


1 


2 




O 


O 


O 


X 


X 




O 


O 


O 


X 


X 



[oo7i] ram4. mtaum 

f-ffifCiOffofc. UM&g&t LxaummQ 0 0 m 
1. Kfl»[8US3 2. 0±0. 5 - C. f*)^*f~W& 
ig5 0 r pm-Ctfofc. fS**03. 4«C^-r. 

50 fc) <Diffl-c*5ciWofc. m^wwumn^m 



C16) 



29 



[01] 



1 595 7 

30 

[H 1 ] *JW<D«*^l««W irHWI ** Hw 
[132] *»H©lift}e««*«®C> i ^ ,wBflR(0 *™ t 

© ^J3iittt^ ■< to A (StfLWB) 
© JBffl4S»*M 
(5) *fl*^-f*- 

[02] 





B £Jffi0fll 



(17) 



ftfflW- 9 -3 1 5 95 7 



[04] 




(51)Int.C1 . 6 

A 6 1 K 31/57 
47/30 



F I 

A 6 1 K 31/57 
47/30 



\ 



Searching PAJ 



1/2 ^— V 



PATENT ABSTRACTS OF JAPAN 

(1 DPublicatipn number : 09-315957 
(43)Date of publication of application : 09.12.1997 



(51)Int.CI. A61K 9/70 

A61K 9/70 
A61K 9/70 
A61K 9/70 

A61K 31/565 

A61K 31/57 

A61K 47/30 



(21 Application number : 08-171579 (71 Applicant : HISAMITSU PHARMACEUT CO INC 

(22)Date of filing : 28.05.1 996 (72)Inventor : HIRANO MUNEHIKO 

MAKI MASAYOSHI 



(54) DEVICE FOR PERCUTANEOUS THERAPY 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a device for a percutaneous therapy, capable of 
inhibiting the leakage of a liquid medicine from a medicine-storing layer during the storage of 
the device by laminating a medicine release-controlling pressure-sensitive adhesive to a 
medicinereleasing surface. 

SOLUTION: This device for a percutaneous therapy has at least three layers of (A), (B) and (C). 
(A) A medicine-impermeable backing material layer. (B) A medicine-storing layer disposed 
between the backing material layer and a medicine-releasing layer and containing a medicine in 
an amount effective for the therapy. (C) A medicinereleasing layer comprising a pressure- 
sensitive adhesive layer capable of controlling the release of the medicine. The device can 
prevent the deterioration of adhesivity by the interaction of an adhesive with the medicine 
during the storage of the device, and the increase of a skin irritation accompanied by the 
increase in the volume of a device by disposing a pressure-sensitive adhesive on the periphery 
of the device. After the device is adhered to the skin of a patient, the medicine in an amount 
effective for the therapy of the patient can accurately and surely be released from the device. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

LThis document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] (A) Backing material layer of drugs nontransparent nature (B) Drugs storage reservoir 
which the drug of an amount effective in a therapy contained between the backing material layer 
and the drugs emission layer (C) Equipment for an endermic therapy which has the drugs 
emission layer which consists of a pressure sensitive adhesive layer which can control emission 
of a drug, and at least three layers which become more. 

[Claim 2] Equipment for an endermic therapy according to claim 1 which has the separator layer 
which can be exfoliated on the occasion of use of equipment on the outside of a drugs emission 
layer. 

[Claim 3] Equipment for an endermic therapy according to claim 1 or 2 with which the drugs 
emission layer which controls emission of drugs consists of a drugs permeability film and a 
pressure sensitive adhesive layer. 

[Claim 4] Equipment for an endermic therapy according to claim 1, 2, or 3 with which it comes to 
blend a pressure sensitive adhesive layer a softener and/or an acrylic binder with a rubber 
elastomer, a tackifier, and a list. 

[Claim 5] Equipment for an endermic therapy according to claim 4 10 - 70 % of the weight and 
whose acrylic binder 5-50 % of the weight and a softener are [ a pressure sensitive adhesive 
layer / a rubber elastomer ] 0 - 80 % of the weight to pressure sensitive adhesive **** weight 
for 5 - 50 % of the weight, and a tackifier. 

[Claim 6] Equipment for an endermic therapy given in any 1 term of claims 3-5 which a drugs 
permeability film becomes from one sort of the macromolecule of the shape of the shape of the 
shape of a fine porosity film which has permeability, and paper, blanket-like, or sponge, or two 
sorts or more. 

[Claim 7] Equipment for an endermic therapy given in any 1 term of claims 1-6 whose drugs are 
estrogen and/or corpus luteal hormone. 

[Claim 8] Equipment for an endermic therapy according to claim 7 which is one sort which 
estrogen becomes from estradiol, estrone, estriol, equilin, equilenins, or those derivatives, and 
corpus luteal hormone becomes from progesterone, caproic-acid PIDOROKISHI progesterone, 
medroxyprogesterone acetate, dydrogesterone, chlormadinone acetate, the ethisterone, the 
dimethisterone, norethisterone, acetic-acid norethisterone, enanthic acid norethisterone, acetic- 
acid ethynodiol, the megestrol acetate, allylestrenol, or those derivatives, or two sorts or more. 
[Claim 9] Equipment for an endermic therapy given in any 1 term of claims 1-8 to which drugs 
come to contain lower alcohol, a moisturizer, water, a stimulus reduction agent, and absorption 
enhancers. 

[Claim 10] Equipment for an endermic therapy according to claim 9 with which a moisturizer 
contains [ a stimulus reduction agent ] 20 to 70% of the weight 20 to 40% of the weight ten to 
40% of the weight, and water comes for lower alcohol to contain [ drugs ] 0.1 - 10 % of the 
weight of absorption enhancers one to 10% of the weight. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the field of endermic medication. It is 
related with the equipment for an endermic therapy which is equipment for an 
endermic therapy which made it possible to control the exsorption from the drug storage 
tank of the liquefied drugs under preservation of equipment, and is characterized by the 
drugs of a quantum being certainly [ correctly and ] applicable to a patient beforehand 
by carrying out the laminating of the drugs emission control pressure sensitive adhesive 
to a detail more in a drug release side. 
[0002] 

[Description of the Prior Art] In the field of an endermic therapy, equipments for an 
endermic therapy, such as Estraderm (trade name) and nitro DAMU (trade name), are 
already developed and sold now. However, as for these equipments, the adhesion of the 
equipment to the skin may fall during preservation by the interaction with drugs. Such 
an adhesive fall can pose a problem fatal to patches. 

[0003] Moreover, some equipments for an endermic therapy with which the emission 
surface part of drugs and the pressure sensitive adhesive layer in connection with 
adhesion on the skin were separated are also proposed. For example, the example which 
made between a drugs storage tank and the adhesives which exist in the periphery 
divide into JP,61~265150,A with a circumferencial direction seal is indicated. The 
equipment for an endermic therapy shown in examples, such as JP,60"63344,U, 
JP,62-182942,U, JP,62-195326,A, JP,1-224312,A, JP,4-46592,B, a ****** No. 503252 
[ six to ] official report, JP,2-1283,A, and JP,62-212320,A, is also common in 
JP,61-265150,Ain that the pressure sensitive adhesive layer of the perimeter of a drugs 
emission side and the interaction of a drugs storage tank are cut off. However, if a 
pressure sensitive adhesive layer which is seen by these examples is arranged around a 



drugs emission side, the whole equipment will be bulky and the adhesion to the skin 
will fall. Then, in order to raise adhesion, or it enlarges area of a pressure sensitive 
adhesive layer, adhesive strength will be raised and we are anxious about the increment 
in a skin stimulus. 

[0004] The estradiol contained in estrogen on the other hand when it says about a drug 
is secreted from the ovary at the stage when it can reproduce female. Therefore, the 
woman before and behind a menopause mainly causes lack of estradiol, and symptoms, 
such as menopausal disorders and an emmeniopathy, produce her. Although the cure by 
oral agent administration etc. is performed for the purpose which improves these 
symptoms now, since alimentary canals, liver, etc., such as the stomach and intestines, 
are metabolized quickly and inactivation is carried put, in order to expect sufficient 
drug effect manifestation, high-dose estradiol must be taken. Moreover, there is a 
possibility that manifestation nature, such as a side effect, may increase for a high dose. 
Then, the attempt with which is going to lessen the metabolic turnover of estradiol by 
dermal administration, and tends to be made to reach into blood, and it is going to 
present a therapy is made. For example, in JP,6"51623,B and a ****** No. 501386 
[ three to ] official report, hormone, such as estradiol, is made to enclose into the gel of 
ethanol, and it is proposed about the reservoir mold pharmaceutical preparation which 
carries out emission control with the control film. However, the skin stimulus by 
ethanol occurs frequently and these have the problem that the cohesive force of a binder 
declines by the interaction with a drug solution. Examination which is made to absorb 
from transderma the corpus luteal hormone which is other hormone on the other hand, 
and suppresses the side effect in estradiol administration is also made. For example, in 
the ****** No. 500740 [ two to ] official report, estrogen and the percutaneous 
absorption pharmaceutical preparation containing the progestogen are proposed in a 
silicone system polymer basis, and the gel pharmaceutical preparation which contains 
estrogen in an acrylic ester system polymer basis is proposed by JP,3*220121,A. 
However, in these pharmaceutical preparation, when 17 beta estradiol, norethisterone, 
etc. were used, it had the fault that sustained-release was not enough. Moreover, the 
percutaneous absorption pharmaceutical preparation which uses estradiol and corpus 
luteal hormone as a drug effect component at JP,4- 342532, A, and uses as a principal 
component the acrylic binder which consists of 2-ethylhexyl acrylate and an 
N vinyl-2-pyrrolidone as a binder is proposed. However, drug release nature is low, and 
the stimulus to the skin of an acrylic binder is strong, and it is intolerable to long-term 
repetitive administration. Moreover, the pharmaceutical preparation by which these 
emission is controlled has a possibility that blood drug concentration may rise at a 



stretch by the rapid standup of initial emission, and the manifestation of a side effect 

may increase. 

[0005] 

[Problem(s) to be Solved by the Invention] The technical problem which this invention 
tends to solve is a thing which depend the adhesive fall and pressure sensitive adhesive 
layer by the interaction with drugs on arranging around during preservation of 
equipment and for which the increment in the skin stimulus in accordance with being 
bulky is abolished. Moreover, although this invention relates to the equipment with 
which the drug of an amount effective in a therapy passes a drugs emission layer from 
the storage tank of drugs liquid, and is supplied to a skin front face While the drugs 
emission side is sealed during preservation of equipment, canceling this sealing 
performance on the occasion of use of equipment and abolishing the drugs loss under 
preservation substantially, it is going to offer the equipment for an endermic therapy 
which can apply the drugs of a quantum to a patient correctly and certainly beforehand 
on the occasion of use. 
[0006] 

[Means for Solving the Problem] this invention persons found out that exsorption could 
be prevented, controlling emission of drugs by using the drugs emission layer which 
consists of a pressure sensitive adhesive layer which can control emission of a drug in 
the equipment for an endermic therapy as a result of repeating research wholeheartedly, 
in order to solve the above-mentioned technical problem. That is, while being able to 
prevent the increment in a skin stimulus which depends for acquiring good adhesion by 
the equipment for an endermic therapy of this invention which has the drugs emission 
layer which consists of a pressure sensitive adhesive layer which can control emission of 
a drug, and being bulky, exsorption of drugs prevents during preservation, and after 
sticking this equipment to the patient skin, it becomes that it is possible in the drugs of 
an amount effective in a therapy being emitted from this equipment correctly and 
certainly, therefore, this invention -■ 1 ■■ it is in offering the equipment for an endermic 
therapy which planned emission control of the drugs by simple structure, improvement 
in the preservation stability of two drugs, reduction of 3 skin irritation, good adhesion to 
the 4 skin, and high cohesive force of five pressure sensitive adhesives. 
[0007] This invention (A) Backing material layer of drugs nontransparent nature (B) 
Drugs storage reservoir which the drug of an amount effective in a therapy contained 
between the backing material layer and the drugs emission layer (C) It is related with 
the equipment for an endermic therapy which has the drugs emission layer which 
consists of a pressure sensitive adhesive layer which can control emission of a drug, and 



at least three layers which become more. The equipment for an endermic therapy of this 
invention can also have the separator layer which can be exfoliated on the occasion of 
use of equipment on the outside of the above mentioned drugs emission layer. Moreover, 
the drugs emission layer which controls emission of the drugs of this invention can also 
include the drugs permeability film (henceforth a porous layer) other than a pressure 
sensitive adhesive layer. This invention is more at a detail to offer the equipment for an 
endermic therapy which has a drugs emission layer containing the pressure sensitive 
adhesive layer which can control emission of the drug which consists of a pressure 
sensitive adhesive containing a rubber elastomer, a tackifier, and a softener, or a 
pressure sensitive adhesive which makes it come further to contain an acrylic binder for 
these components. Furthermore, the pressure sensitive adhesive layer of this invention 
applies the above mentioned pressure sensitive adhesive to a detail all over a drugs 
emission layer. 

[0008] This invention is explained concretely below. What has the layer structure shown 
in drawing 1 as one gestalt of the equipment for an endermic therapy of this invention 
can be mentioned. The liquefied drugs containing the drug effect component of an 
amount with the thing of drawing 1 effective in a therapy are enclosed in drugs storage 
reservoir ** between backing material layer ** and porosity material ** of a drugs 
permeability film. The laminating of the pressure sensitive adhesive layer ** is carried 
out to the outer layer of porosity material **, and separator ** for sealing drugs is 
covered. On the occasion of use of this equipment, exfoliation removal of this separator 
** is carried out. Drawing 2 is drawing which looked at the condition of equipment of 
having removed separator ** of the equipment for an endermic therapy of this invention 
shown in drawing 1 , from the skin side. Moreover, press layer ** is pressed depth along 
with the periphery of an effective emission side in the part which gave the drug 
transparency film and the seal of backing material for seal of drugs storage reservoir **. 
Since drugs do not store between separator **s by pressure sensitive adhesive layer **, 
the drugs loss accompanying removal of separator ** is lost. When this equipment is 
applied to the patient skin, it becomes possible from a drugs emission layer to emit 
drugs. 

[0009] If the drug used as an active principle needs to have percutaneous absorption by 
the activity matter physiologically, there will be especially no limit. Moreover, after 
percutaneous absorption of the drug of this invention is carried out, it may be the 
so-called prodrug as shows bioactive. For example, as an active principle, as estrogen, as 
estradiol, the estradiol dipropionate, estrogens conjugated, mestranol, estriol, equilin, 
equilenins, or those derivatives, although estradiol benzoate, ethinylestradiol, estradiol 



valerate and estriol propionate, estriol tripropionate, estriol acetate benzoate, etc. are 
mentioned, estradiol is used especiaUy in this invention. Moreover, as corpus luteal 
hormone, although progesterone, hydroxyprogesterone caproate, medroxyprogesterone 
acetate, dydrogesterone, chlormadinone acetate, the ethisterone, the dimethisterone, 
norethisterone, acetic-acid norethisterone, enanthic acid norethisterone, acetic-acid 
ethynodiol, the megestrol acetate, or allylestrenol is mentioned, especially in this 
invention, acetic-acid norethisterone is desirable. 

[0010] in addition, as a drug effective in the equipment for this endermic therapy for 
example, a coronary vasodilator (example: -- nitroglycerin and isosorbide dinitrate -) 
Diltiazem hydrochloride, nifedipine, nicorandil, nitrendipine, etc., Local anesthetic 
(example: lidocaine, benzocaine, procaine hydrochloride, tetracaine, etc.), a skeletal 
muscle relaxant (INAPERIZON example: - eperisone, teaser NIJIN, and tolperisone ") 
anti-hypertension agents (example: - clonidine -), such as pridinol and a dantrolene 
Reserpine, guanethidine sulfate, EHONIJIPIN, pindolol, bopindolol malonate, 
painkillers (example: - morphine and buprenorphine hydrochloride -), such as 
captopril and delapril Fentanyl citrate, pentazocine, eptazocine hydrobromide, etc., a 
dysuria therapy agent (hydrochloric acid CHIRORIJIN [ and ] example: - clenbuterol 
hydrochloride ") [ acetic acid ] antiepiletic agents (example: -■ nitrazepam -), such as 
oxybutynin hydrochloride and hula BOKISATO anti-Parkinson's disease agents 
(example: - the chlorzoxazone -), such as meprobamate antiallergic agents (example: -- 
tranilast and azelastine -), such as REPODOPA Ketotifen, mequitazine, ibudilast, 
oxatomide, EMEDASUCHIN, etc., a central nervous system acting drug (example: -- 
chlorpromazine, nitrazepam, and diazepam ") antiphlogistic sedative drugs (example: - 
indomethacin ~), such as reserpine and imipramine Ketoprofen, diclofenac, ketorolac, 
felbinac, flurbiprofen, Loxoprofen, tenidap, ETODORAGU, indometacin farnesil, etc., 
smoking cessation aids (example: nicotine) and an antiemetic drug (example: •- 
haloperidol and timiperone ") prostagladins (example :P [1 ] GE and PGF2alpha "), 
such as benperidol, FUROROPAMIDO, and FANIZON PGE2, PGI2 grade, an 
anti-dizziness agent (example: diphenidol, betahistine, etc.), a sympathetic nerve 
stimulant (example: - salbutamol sulfate, tulobuterol hydrochloride, and procaterol 
hydrochloride ") immunity modifiers (example: - LPS and auranofin "), such as a 
hydrochloric-acid MAPUTE roll The hormone drug of polypeptide systems, such as 
lobenzarit, (LH-RH, TRH, etc.), The drug of the class of anti-estrogen agents (example: 
tomoxifen, a hydrochloric acid a fade ROZORU etc.), other hormone drugs (example: 
testosterone etc.), etc. can be used, and although it changes with combination purposes, 
0.1 - 10% of the weight of loadings are usually preferably used to drugs as an amount 



effective in a therapy. Moreover, when un-arranging according to an interaction does not 
arise, two or more kinds of concomitant use is also possible for these drugs if needed. 
[0011] As for the drug which this invention described above, it is desirable to add other 
components and to make it store in a drugs storage reservoir as liquefied drugs. As a 
presentation of the basis for considering as the liquefied drugs of the equipment for an 
endermic therapy of this invention, the 10 - 40-% of the weight range has [ the blending 
ratio of coal of lower alcohol ] the desirable blending ratio of coal of a water component 
20 to 70% of the weight. The blending ratio of coal of the fatty alcohol which is 
absorption enhancers has 0.1 - 10% of the weight of desirable within the limits. The 
glycerol of a moisturizer or the blending ratio of coal of a polyethylene glycol has 20 - 
40% of the weight of the desirable range. Finally, the blending ratio of coal of the 
glycerol mono-olate of a stimulus reduction agent, glycerine monolaurate, or those 
mixture has 1 - 10% of the weight of the desirable range, and is suitably prescribed as 
each of these bases are also in the range of each blending ratio of coal. Moreover, these 
can add a gelling agent if needed. 

[0012] As a gelling agent, proper gelling agents, such as a carboxy vinyl polymerization 
object, sodium polyacrylate, a polyvinyl pyrrolidone, hydroxypropyl methylcellulose, 
hydroxyethyl cellulose, hydroxypropylcellulose, methyl cellulose, and a carboxymethyl 
cellulose, are illustrated. Furthermore, additives, such as an ultraviolet ray absorbent, 
an anti-oxidant, and antiseptics, may be added if needed. For example, 
P-aminobenzoicacid derivative well-known as an ultraviolet ray absorbent, an 
anthranilic-acid derivative, salicylic acid derivatives, a coumarin derivative, an amino 
acid derivative, a benzotriazol derivative, a tetrazole derivative, an imidazoline 
derivative, a pyrimidine derivative, a dioxane derivative, a furan derivative, a pyrone 
derivative, a camphor derivative, a nucleic-acid derivative, an allantoin derivative, a 
nicotinic-acid derivative, a shikonin, or vitamin 6 derivative is illustrated, and 
benzophenone derivatives, such as a 2- hydroxy* 4-methoxybenzophenone derivative, are 
used especially suitably. As an anti-oxidant, proper antioxidants, such as an ascorbic 
acid, stearic acid ester, sodium ascorbate, tocopherols (d bodies, such as 
alpha tocopherol, beta-tocopherol, gamma-tocopherol, and delta-tocopherol, 1 bodies, dl 
object) and these ester derivatives, the NORUJIHIDOROGUASE retinoic acid, 
dibutylhydroxytoluene, burylhydroxyanisole, tert-butyl BIDOROKISHINON, gallate 
(ester, such as ethyl, propyl, and isoamyl), and l-oxo-*3-methyl-4-isopropylbenzene, are 
illustrated. 

[0013] Next, a backing material layer is described. The film used as a backing material 
layer needs to be excellent in the so-called barrier property for prevention of the 



exsorption and vaporization of drugs, and needs to have the property of being able to 
paste up easily with the porosity material of a drugs emission material layer. Moreover, 
it is desirable that there is moderate flexibility at the time of sticking equipment on the 
skin. Although especially limitation will not be carried out as a material of a backing 
material film if it has the above-mentioned conditions, aluminum, an ethylene vinyl 
acetate copolymer or its saponification object, cellulose acetate, a cellulose, nylon, 
polyester, polyethylene, a polyvinylidene chloride, a polycarbonate, polyvinyl alcohol, 
polypropylene, etc. are specifically raised as an example. These materials can carry out 
the laminating of what made the shape of a film or was made paper and blanket-like if 
needed to a film, can process it in the shape of a laminated film, or can process the 
vacuum plating of aluminium, ceramic vacuum evaporationo, etc., and can improve 
barrier property, an adhesive property with a drugs emission material layer, etc. 
[0014] Here, an example of a presentation of the desirable drugs which can be used for 
this invention is shown. As absorption enhancers used by this invention, the fatty acid, 
fatty alcohol, or fatty acid ester to carbon numbers 7-20 shows sorbefacient [ with 
desirable especially especially expensive lauryl alcohol and myristyl alcohol ], and the 
skin has stimulative [ comparatively very little ]. Moreover, as a moisturizer, a sorbitol, 
a polyethylene glycol, diglycerol, propylene glycol, a butylene glycol, dipropylene glycol, 
sodium pyrrolidone carboxylate, ethyl carbitol, D-xylitol, a glycerol, and hyaluronic acid 
are desirable, and a glycerol or a polyethylene glycol is desirable especially in it. About a 
water component, the buffer solution is desirable and the MAKKURU vein buffer 
solution which is especially the broader-based buffer solution is desirable. As a stimulus 
reduction agent, fatty acid ester, sorbitol fatty acid ester, or its mixture is desirable. 
Especially as lower alcohol, ethanol or isopropanol is desirable. 

[0015] As a material which forms a drugs permeability film, it is porosity material, and 
an ethylene vinyl acetate copolymer, a cellulose, cellulose acetate, polyester, 
polyethylene, polypropylene, etc. are specifically raised. A drugs permeability film can 
consist of one sort of the macromolecule of the shape of the shape of the shape of a fine 
porosity film which has permeability, and paper, blanket-like, or sponge, or two sorts or 
more. About porosity material, it is desirable that it is the range whose gar rhe type 
permeability is 10-500sec / 100 cc. 

[0016] The pressure sensitive adhesive layers which can control emission of a drug are 
conditions with required having sufficient adhesive strength for making equipment 
adhere to the skin. Moreover, excelling in the safety to the skin is desirable. As a 
pressure sensitive adhesive layer of this invention, the thing using the pressure 
sensitive adhesive containing a rubber elastomer, a tackifier, and a softener or the 



pressure sensitive adhesive which makes these components come to contain an acrylic 
binder further is desirable. As for the pressure sensitive adhesive layer of this invention, 
what applied the above mentioned pressure sensitive adhesive all over the drugs 
emission layer is more desirable. 

[0017] As a rubber elastomer used as a component of a pressure sensitive adhesive, 
specifically for example, a polyisobutylene (for example, trade name^Vistanex made 
from exon chemistry --) The trade name made from BASUFU : A polyisobutylene 
available as Oppanol etc., (A"B) a n-A mold elastic polymer (for example, the 
styrene-butadiene-styrene block copolymer made from shell chemistry (trade name- 
caliph REXX TR-1101) -) A styrene-isoprene-styrene block copolymer (trade name- 
caliph REXX TR-1107, caliph REXX TR-llll), the styrene-isoprene-styrene block 
copolymer (trade name: JSR5000, JSR5100) by Japan Synthetic Rubber Co., Ltd., the 
styrene-isoprene-styrene block copolymer (trade name: Queen tuck 3421) by Nippon 
Zeon Co., Ltd., etc. — etc. it is mentioned, these rubber elastomer is independent — or 
although it can combine and use, the combination of a polyisobutylene and a 
styrene-isoprene-styrene block copolymer is desirable. The loadings to the inside of the 
pressure sensitive adhesive of a rubber elastomer are 5 - 50 % of the weight, are 10 - 
40 % of the weight preferably, and are 10 - 30 % of the weight still more preferably. 
[0018] As a tackifier of the component of a pressure sensitive adhesive, tackiflers, such 
as alicycle group saturated hydrocarbon resin (for example, Al Cong P-100 (trade 
name)), rosin ester (for example, KE-311, KE-100 (trade name), super ester S-100 (trade 
name)), hydrogenation petroleum system resin (for example, FORARU 105 (trade 
name)), and terpene system hydrogenation resin (for example, chestnut ARON P-105 
(trade name)), are illustrated. The loadings to the inside of a pressure sensitive 
adhesive are 5 ■ 50 % of the weight, are 5 - 40 % of the weight preferably, and are 10 - 
35 % of the weight still more preferably. As a softener of the component of a pressure 
sensitive adhesive, softeners, such as a liquid paraffin, polybutene, castor oil, cotton 
seed oil, palm oil, palm oil, and process oil, are illustrated. The loadings to the inside of 
a pressure sensitive adhesive are 10 - 70 % of the weight, are 15 - 60 % of the weight 
preferably, and are 20 - 50 % of the weight still more preferably. 

[0019] Moreover, especially as an acrylic binder which can also be used together as a 
component of a pressure sensitive adhesive with a rubber elastomer, the acrylic-acid 
(meta) alkyl ester homopolymer of the carbon numbers 4*18 of an alkyl group, a 
copolymer, or the copolymer of the above-mentioned (meta) acrylic-acid alkyl ester and 
other functionality monomers is used suitably. As the above-mentioned (meta) acrylic 
ester, butyl acrylate, isobutyl acrylate, Acrylic-acid hexyl, acrylic-acid octyl, 



2-ethylhexyl acrylate, Acrylic-acid iso octyl, acrylic-acid DESHIRU, acrylic-acid isodecyl, 
Acrylic-acid lauryl, acrylic-acid stearyl, a methyl methacrylate, Ethyl methacrylate, 
methacrylic-acid butyl, methacrylic-acid isobutyl, 2-ethylhexyl methacrylate, 
methacrylic-acid iso octyl, methacrylic-acid DESHIRU, methacrylic-acid isodecyl, 
methacrylic-acid lauryl, stearyl methacrylate, etc. are illustrated. As an example of the 
above-mentioned functionality monomer, the monomer which has a hydroxyl group, the 
monomer which has a carboxyl group, the monomer which has an amide group, the 
monomer which has an amino group, the monomer which has a pyrrolidone ring are 
mentioned. As a monomer which has a hydroxyl group, hydroxyalkyl (meta) acrylate, 
such as 2BIDOROKISHI ethyl (meta) acrylate and hydroxypropyl (meta) acrylate, etc. 
is illustrated. As a monomer which has a carboxyl group, maleicacid monoalkyl 
ester:maleic-acid:fumaric-acid:crotonic acids, such as alpha [, such as an acrylic acid 
and a methacrylic acid, ] and beta-unsaturated-carboxync-acidWeic-acid butyl, etc. 
are illustrated. The copolymerization component as a maleic acid also with the same 
maleic anhydride is given. 

[0020] As a monomer which has an amide group, N alkoxy methyl (meta) acrylamides, 
such as alkyl (meta) acrylamide :N-butoxy methylacrylamide, such as acrylamide, 
dimethyl acrylamide, and diethyl acrylamide, and N-ethoxy methylacrylamide, 
diacetone acrylamide, etc. are illustrated. Dimethylamino ethyl acrylate etc. xs 
illustrated as a monomer which has an amino group. An N-vinyl- 2 -pyrrolidone etc. is 
iUustrated as a monomer which has a pyrrolidone ring. The loadings to the inside of the 
pressure sensitive adhesive layer of these acrylic binders are 0 - 80 % of the weight (in 
rubber elastomer independent combination, 0 % of the weight is meant), are 5 - 60 % of 
the weight preferably, and are 10 - 30 % of the weight still more preferably. 
[0021] The thickness with a suitable pressure sensitive adhesive layer is 30-300 
micrometers, if it is thinner than 30 micrometers, a problem will produce it in adhesion, 
and emission control may become difficult if thicker than 300 micrometers. 
[0022] It becomes equipment for an endermic therapy which possesses the skin safety of 
the invention in this application, and emission control with the combination of these 
elastomers, a tackifier, a softener, and/or an acrylic binder. 

[0023] Furthermore, a well-known additive can be blended with the pressure sensitive 
adhesive layer of this invention if needed for preparation of an adhesive property, safety, 
and stability. Specifically, optimum dose content of the combination of resolvents, such 
as inorganic bulking agents, such as water absorbing polymers, such as SUMIKAGERU 
SP-520 (trade name), AKUA keeping 4SH (trade name), ARASOBU 800F (trade name), 
and SANWETTO 1M-1000MPS (trade name), a zinc oxide, a calcium carbonate, a 



titanium dioxide, and silicas, a polyethylene glycol, and crotamiton, etc, is carried out 
suitably. 

[0024] About the film used as a separator layer, it must be required during preservation 
of equipment to be able to prevent the drugs vaporization from a drugs emission layer 
etc., and exfoliation removal must be possible for this separator layer in the case of use 
of equipment. The material of a separator film has aluminum, a cellulose, polyester, 
polyethylene, usable polypropylene, etc., and may specifically carry out the laminating 
of these films if needed. Moreover, the front face is processed by silicon or fluorocarbon, 
or a well-known additive is blended into a liner material, detachability may be adjusted 
or barrier property may be adjusted. The tongue section for exfoliation can be prepared 
in a separator so that the handling at the time of exfoliating may become easy. Although 
seal adhesion needs to be carried out during preservation of equipment about the 
adhesive property between a drugs emission layer and the separator which covers this, 
the exfoliation removal of this separator must be able to be carried out on the occasion of 
use of equipment. Therefore, the adhesive strength between a drugs emission layer and 
the liner which covers this must be lower than the adhesive strength of a backing 
material layer and a drugs emission layer. 

[0025] Although especially the configuration of equipment is not limited, circular, an 
ellipse form, a polygon, etc. are raised. The area of equipment has desirable 1cm thing 
which 2-200cm are in the range of 2. If it will become difficult to remove a separator and 
to stick equipment on the skin if area is narrower than 2 1cm, and it becomes large from 
2 200cm, the feeling of wearing of equipment will worsen. On the other hand about the 
thickness of equipment, it is desirable in the total thickness of the equipment also 
containing the separator in a drugs storage tank part that it is the range of 0.1- 15mm. 
Since it is obliged for the amount of administration drugs per drugs emission area to 
decrease and the durability of drugs emission becomes short when thickness is thinner 
than 0.1mm, it is not desirable. When thickness is thicker than 15mm, possibility that 
equipment will exfoliate by sudden actuation of a patient becomes high and is not 
desirable. 

[0026] Thus, a merit since the degree of freedom of a drugs presentation is high as 
compared with a tape etc., when it is broadly permissible from a viscous low liquefied 
thing to a viscous liquefied high thing as description of drugs since the obtained 
equipment for this endermic therapy has the structure where drugs were enclosed 
between the backing material layer and the drugs emission layer, and designing safety, 
stability, and effectiveness suitably is large. 

[0027] As the manufacture approach of the percutaneous absorption pharmaceutical 



preparation of this invention, there is especially no limit and it can be manufactured by 
the usual approach. For example, after dissolving all the components of a pressure 
sensitive adhesive layer in organic solvents, such as a hexane, toluene, and ethy 
acetate, as the adjustment approach of the drugs emission layer of this invent™, xt 
**** to a separator and an organic solvent is removed. A pressure sensitive adhesxve 
layer contrary to a separator side is covered by porosity material, a drugs emissxon layer 
is created, that drugs emission layer is cut in a desired configuration, after a backxng 
material layer and heat sealing, the drugs adjusted independently are dropped at a 
porosity material side, and the equipment for an endermic therapy of this inventxon xs 
obtained [ it judges along with the periphery of this heat sealing, and ]. Moreover, about 
the drugs with which the percutaneous absorption pharmaceutical preparatxon of thxs 
invention is stored, lower alcohol, a moisturizer, water, a stimulus reduction agent 
absorption enhancers, and a drug can be prescribed suitably, and can be adjusted wxth 
an emulsification test machine (daylight chemical ET SAmold). 

[0028] , . 

[Example] Hereafter, an example and the example of a trial are given and thxs xnventxon 
is explained more to a detail. In addition, all the numeric values in an example, the 
example of a comparison, and the example of reference are weight % crxterxa. 
[0029] Example 1 Presentation of a pressure sensitive adhesxve 
Styrene-isoprene-styrene block copolymer 10.50 Acrylic binder (2-ethylhexyl acrylate / 
10.00 vinyl acetate copolymer) 

A liquid paraffin 49.30 A tackifier (alicycle group saturated hydrocarbon resxn) 20.00 A 
polyisobutylene 10.00 Dibutylhydroxytoluene 0.20 ■- according to the manufacture 
approach illustrated above, it produced by this formula, and the laminating of the 
porosity material was carried out, and it cut in desired magnitude and considered as the 
drugs emission layer. 

Adrts presentation Ethanol 24.00 The buffer solution 40.00 A glycerol 25.00 Lauryl 
alcohol 0.50 Glycerol mono-olate 3.00 Sorbitan monolaurate 1.00 
Carboxymethylcellulose sodium 3.50 Estradiol 1.00 Acetic-acid norethisterone 0.5g of 
2 00 drugs was dropped at the porosity material side, and it heat sealed wxth the 
backing material layer, and judged along with the periphery of this heat sealing, and 
the equipment for an endermic therapy of this invention was obtaxned. 
[0031] Example 2 Presentation of a pressure sensitive adhesxve 
Styrene-isoprene-styrene block copolymer 30.00 Acrylic binder (2-ethylhexyl acrylate / 
5.00 ethyl acrylate, and vinyl acetate copolymer) 



A liquid paraffin 30.50 Atackifier (alicycle group saturated hydrocarbon resin) 25.00 A 
polyisobutylene 5.00 A polyethylene glycol 200 4.00 Dibutylhydroxytoluene 0.50 - 
according to the above-mentioned manufacture approach, it produced by this formula, 
and the laminating of the porosity material was carried out, and it cut in desired 
magnitude and considered as the drugs emission layer. 
[0032] 

A drugs presentation Ethanol 24.00 The buffer solution 40.50 A polyethylene glycol 300 
25.00 Lauryl alcohol 0.50 Glycerol mono-olate 3.00 Sorbitan monolaurate 1.00 
Hydroxypropyl methylcellulose 4000 2.00 Estradiol 1.00 Progesterone 0.5g of 3.00 drugs 
was dropped at the porosity material side, and it heat sealed with the backing material 
layer, and judged along with the periphery of this heat sealing, and the equipment for 
an endermic therapy of this invention was obtained. 

[0033] Presentation of example 3 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 15.00 Acrylic binder (2-ethylhexyl acrylate / 11.50 vinyl-pyrrolidone 
copolymer) 

A liquid paraffin 14.50 Tackifier (rosin ester) 35.00 Polyisobutylene 15.00 Crotamiton ■ 
5.00 SANWETTO 1M-1000MPS 3.00 Dibutylhydroxytoluene 1.00 - according to the 
above-mentioned manufacture approach, it produced by this formula, and the 
laminating of the porosity material was carried out, and it cut in desired magnitude and 
considered as the drugs emission layer. 
[0034] 

Drugs presentation Ethanol 24.00 Buffer solution 40.50 Polyethylene glycol 400 25.00 
Lauryl alcohol 0.50 Glycerol mono-olate 3.00 Sorbitan monolaurate 1.00 Hydroxypropyl 
methylcellulose 4000 2.00 Estradiol 1.00 Medroxyprogesterone acetate 0.5g of 3.00 
drugs was dropped at the porosity material side, and it heat sealed with the backing 
material layer, and judged along with the periphery of this heat sealing, and the 
equipment for an endermic therapy of this invention was obtained. 

[0035] Presentation of example 4 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 20.00 Acrylic binder (acrylic acid / acrylic-acid octyl 20.00 copolymer) 
A liquid paraffin 34.50 Tackifier (alicycle group saturated hydrocarbon resin) 17.00 
Polyisobutylene 8.00 Dibutylhydroxytoluene 0.50 - according to the above-mentioned 
manufacture approach, it produced by this formula, and the laminating of the porosity 
material was carried out, and it cut in desired magnitude and considered as the drugs 
emission layer. 
[0036] 

Drugs presentation Ethanol 24.00 Buffer solution 40.00 Polyethylene glycol 300 26.00 



Myristyl alcohol 1.00 Glycerol mono-olate 2.00 Hydroxypropyl methylcellulose 4000 
2.00 Estradiol 1.00 Acetic-acid norethisterone 0.5g of 4.00 drugs was dropped at the 
porosity material side, and it heat sealed with the backing material layer, and judged 
along with the periphery of this heat sealing, and the equipment for an endermic 
therapy of this invention was obtained. 

[0037] Presentation of example 5 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 25.00 Liquid paraffin 42.00 Tackifier (alicycle group saturated 
hydrocarbon resin) 20.00 Polyisobutylene 8.00 Polyethylene glycol 200 4.00 
Dibutylhydroxytoluene 1.00 - according to the above-mentioned manufacture approach, 
it produced by this formula, and the laminating of the porosity material was carried out, 
and it cut in desired magnitude and considered as the drugs emission layer. 
[0038] 

Drugs presentation Ethanol 25.00 Buffer solution 41.00 Polyethylene glycol 300 25.00 
Myristyl alcohol 1.00 Sorbitan monolaurate 1.00 Hydroxypropyl methylcellulose 4000 
2.00 Estradiol 1.00 Progesterone 0.5g of 4.00 drugs was dropped at the porosity material 
side, and it heat sealed with the backing material layer, and judged along with the 
periphery of this heat sealing, and the equipment for an endermic therapy of this 
invention was obtained. 

[0039] Presentation of example 6 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 12.00 Acrylic binder (2-ethylhexyl acrylate / 15.00 vinyl acetate 
copolymer) 

A liquid paraffin 17.80 Tackifier (rosin ester) 33.00 Polyisobutylene 15.00 Crotamiton 
5.00 SANWETTO 1M-1000MPS 1.00 Dibutylhydroxytoluene 1.20 - according to the 
above-mentioned manufacture approach, it produced by this formula, and the 
laminating of the porosity material was carried out, and it cut in desired magnitude and 
considered as the drugs emission layer. 
[0040] 

Drugs presentation Isopropanol 40.00 Buffer solution 20.00 Polyethylene glycol 400 
30.00 Myristyl alcohol 1.00 Sorbitan monolaurate 2.00 BIDOROKISHI propylmethyl 
cellulose 4000 2.00 Estradiol 1.00 Medroxyprogesterone acetate 0.5g of 4.00 drugs was 
dropped at the porosity material side, and it heat sealed with the backing material layer, 
and judged along with the periphery of this heat sealing, and the equipment for an 
endermic therapy of this invention was obtained. 

[0041] Presentation of example 7 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 12.00 Acrylic binder (2-ethylhexyl acrylate / 5.50 methyl- acrylate 
copolymer) 



A liquid paraffin 23.00 Tackifier (alicycle group saturated hydrocarbon resin) 50.00 
Polyisobutylene 8.00 Dibutylhydroxytoluene 1.50 - according to the above-mentioned 
manufacture approach, it produced by this formula, and the laminating of the porosity 
material was carried out, and it cut in desired magnitude and considered as the drugs 
emission layer. 
[0042] 

Drugs presentation Ethanol 10.00 Buffer solution 61.00 Polyethylene glycol 400 20.00 
Lauryl alcohol 1.00 Sorbitan monolaurate 2.00 PIDOROKISHI propylmethyl cellulose 
4000 2.00 Estradiol 1.00 Norethisterone 0.5g of 3.00 drugs was dropped at the porosity 
material side, and it heat sealed with the backing material layer, and judged along with 
the periphery of this heat sealing, and the equipment for an endermic therapy of this 
invention was obtained. 

[0043] Presentation of example 8 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 10.00 Acrylic binder (2-ethylhexyl acrylate / 30.00 vinyl-pyrrolidone . 
copolymer) 

A liquid paraffin 29.00 Tackifier (alicycle group saturated hydrocarbon resin) 20.00 
Polyisobutylene 10.00 Dibutylhydroxytoluene 1.00 - according to the above-mentioned 
manufacture approach, it produced by this formula, and the laminating of the porosity 
material was carried out, and it cut in desired magnitude and considered as the drugs 
emission layer. 
[0044] 

Drugs presentation Ethanol 24.00 Buffer solution 40.00 Glycerol 25.00 Lauryl alcohol 
0.50 Glycerol mono-olate 3.00 Sorbitan monolaurate 1.00 Carboxymethylcellulose 
sodium 3.50 Tulobuterol hydrochloride 0.5g of 3.00 drugs was dropped at the porosity 
material side, and it heat sealed with the backing material layer, and judged along with 
the periphery of this heat sealing, and the equipment for an endermic therapy of this 
invention was obtained. 

[0045] Presentation of example 9 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 30.00 Acrylic binder (2-ethylhexyl acrylate / 10.00 vinyl acetate 
copolymer) 

A liquid paraffin 20.00 Tackifier (alicycle group saturated hydrocarbon resin) 29.50 
Polyisobutylene 5.00 Polyethylene glycol 200 5.00 Dibutylhydroxytoluene 0.50 " 
according to the above-mentioned manufacture approach, it produced by this formula, 
and the laminating of the porosity material was carried out, and it cut in desired 
magnitude and considered as the drugs emission layer. 
[0046] 



Drugs presentation Ethanol 24.00 Buffer solution 40.50 Polyethylene glycol 300 25.00 
Lauryl alcohol 0.50 Glycerol mono-olate 3.00 Sorbitan xnonolaurate 1.00 Hydroxypropyl 
methylcellulose 4000 2.00 Indomethacin 0.5g of 4.00 drugs was dropped at the porosity 
material side, the beat seal was carried out to the backing material layer, it judged 
along with the periphery of this heat sealing, and the equipment for an endemic 
therapy of this invention was obtained. 

[0047] Presentation of example 10 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 15.00 AcryUc binder (acrylic acid / acrylic-acid octyl 15.00 copolymer) 
A liquid paraffin 14.00 Tackifier (alicycle group saturated hydrocarbon resin) 35.00 
Polyisobutylene 15.00 Crotamiton 3.00 SANWETTO 1M-1000MPS 2.00 
Dibutylhydroxytoluene 1.00 -- according to the above-mentioned manufacture approach, 
it produced by this formula, and the laminating of the porosity material was carried out, 
and it cut in desired magnitude and considered as the drugs emission layer. 

Dr^g 8 ] presentation Ethanol 24.00 Buffer solution 40.50 Polyethylene glycol 400 25.00 
Lauryl alcohol 0.50 Glycerol mono-olate 3.00 Sorbitan monolaurate 1.00 Hydroxypropyl 
methylcellulose 4000 2.00 Estradiol 1.00 Medroxyprogesterone acetate 0.5g of 3.00 
drugs was dropped at the porosity material side, and it heat sealed with the backing 
material layer, and judged along with the periphery of this heat sealing, and the 
equipment for an endermic therapy of this invention was obtained. 
[0049] Presentation of example 11 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 21.00 Acrylic binder (2-ethylhexyl acrylate / 2.00 vinyl acetate 

copolymer) . , n 

A liquid paraffin 31.00 Tackifier (alicycle group saturated hydrocarbon resin) 16.00 
Polyisobutylene 29.00 Dibutylhydroxytoluene 1.00 - according to the above-mentioned 
manufacture approach, it produced by this formula, and the laminating of the porosity 
material was carried out, and it cut in desired magnitude and considered as the drugs 
emission layer. 

Dr^gs presentation Ethanol 20.00 Buffer solution 40.00 Polyethylene glycol 300 30.00 
Myristyl alcohol 1.00 Glycerol mono-olate 2.00 Hydroxypropyl methylcellulose 4000 
2 00 Oxybutynin hydrochloride 0.5g of 5.00 drugs was dropped at the porosity material 
side and it heat sealed with the backing material layer, and judged along with the 
periphery of this heat sealing, and the equipment for an endermic therapy of this 
invention was obtained. 

[0051] Presentation of example 12 pressure sensitive adhesive Styrene-isoprene-styrene 



block copolymer 14.00 Acrylic binder (2-ethylhexyl acrylate / 5.00 vinyl-pyrrolidone 
copolymer) 

liquid paraffin 70.00 Tackifier (alicycle group saturated hydrocarbon resin) 10.00 
Dibutylhydroxytoluene 1.00 - according to the above-mentioned manufacture approach, 
it produced by this formula, and the laminating of the porosity material was carried out, 
and it cut in desired magnitude and considered as the drugs emission layer. 
[0052] 

Drugs presentation Ethanol 24.00 Buffer solution 41.00 Polyethylene glycol 300 25.00 
Myristyl alcohol 2.00 Sorbitan monolaurate 1.00 Hydroxypropyl methylcellulose 4000 
2.00 Ketoprofen 0.5g of 5.00 drugs was dropped at the porosity material side, and it heat 
sealed with the backing material layer, and judged along with the periphery of this heat 
sealing, and the equipment for an endermic therapy of this invention was obtained. 
[0053] Presentation of example 13 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 5.00 Acrylic binder (2-ethylhexyl acrylate / 80.00 methyl- acrylate 
copolymer) 

liquid paraffin 10.00 Tackifier (alicycle group saturated hydrocarbon resin) 5.00 
according to the above-mentioned manufacture approach, it produced by this formula, 
and the laminating of the porosity material was carried out, and it cut in desired 
magnitude and considered as the drugs emission layer. 
[0054] 

Drugs presentation Isopropanol 40.00 Buffer solution 20.00 Polyethylene glycol 400 
30.00 Myristyl alcohol 1.00 Sorbitan monolaurate 2.00 Hydroxypropyl methylcellulose 
4000 2.00 Testosterone 0.5g of 5.00 drugs was dropped at the porosity material side, and 
it heat sealed with the backing material layer, and judged along with the periphery of 
this heat sealing, and the equipment for an endermic therapy of this invention was 
obtained. 

[0055] Presentation of example 14 pressure sensitive adhesive Styrene-isoprene-styrene 
block copolymer 20.00 Acrylic binder (2-ethylhexyl acrylate / 13.50 vinyl acetate 
copolymer) 

A liquid paraffin 23.00 Tackifier (alicycle group saturated hydrocarbon resin) 34.00 
Polyisobutylene 8.00 Dibutylhydroxytoluene 1.50 - according to the above-mentioned 
manufacture approach, it produced by this formula, and the laminating of the porosity 
material was carried out, and it cut in desired magnitude and considered as the drugs 
emission layer. 
[0056] 

Drugs presentation Ethanol 10.00 Buffer solution 61.00 Polyethylene glycol 400 20.00 



Lauryl alcohol 1.00 Sorbitan monolaurate 2.00 Hydroxypropyl methylcellulose 4000 
2 00 0.5 g of norethisterone 4.00 drugs was dropped at the porosxty material sxde, and xt 
heat sealed with the backing material layer, and Judged along with the periphery of this 
heat sealing, and the equipment for an endermic therapy of this invention was obtain^ 
[0057] The manufacture approach of the example 1 of reference is shown. It so that 
the thickness after drying an acrylic binder (TS-620) on the film with which exfoliation 
processing was performed may be set to about 50 micrometers, and an organic solvent is 
Loved. On the binder, the laminating of the paper of fine quality of 5cm two round 
shapes is carried out, and the laminating of the porosity material is further carried out 
from on the. The paper of fine quality trickles 0.5g of drugs independently adjusted on 
the porosity material by which the laminating was carried out, and heat seals wi h a 
backing material layer. It Judges in 20cm two circle, and considers as a test piece so that 
this heat sealing may take the lead. The manufacture approach of the examples 2-4 of 
reference is shown, or [ covering at a liner, cutting in a desired configuration and 
making with a test piece, after dissolving all components in organic solvents, such as a 
hexane, toluene, and ethyl acetate, — (ing) to a base material and removing an 
organic solvent ] - or an after [ **** 1 organic solvent is removed on the film with which 
exfoliation processing was performed, and a sticking-by-pressure imprint is carrxed out 
and it considers as a test piece at a suitable base material. 

[0058] Example 1 of the example reference of reference Pressure sensitive adhesive 
Acrylic binder (TS-620: Japanese carbide company make) 

A drugs presentation Ethanol 24.00 The buffer solution 40.00 A glycerol 25.00 Lauryl 
alcohol 0.50 Glycerol mono-olate 3.00 Sorbitan monolaurate 1.00 
Carboxymethylcellulose sodium 3.50 It judged in 20cm two circle, and considered as 
tulobuterol hydrochloride pharmaceutical preparation so that 0.5g of tulobuterol 
hydrochloride 3.00 drugs might be dropped at a porosity material side and heat sealing 
of a backing material layer and beat seal Perilla frutescens (L.) Britton va, cnspa 
(Thunb ) Decne. might take the lead. 

1L] The example 2 of reference An acrylic binder 97.00 (trade name TS-620: apan 
carbide company make) Solid content Estradiol 0.50 Acetic-acid norethisterone 2. 0 - 
according to the above-mentioned manufacture approach, it produced by tins formula, xt 
cut in desired magnitude, and considered as estradiol and acetic-acid norethisterone 
mixing pharmaceutical preparation. 

[0060] Example 3 of reference Styrene-isoprene-styrene block copolymer 25.00 
Polyisobutylene 5.00 Liquid paraffin 42.00 Tackifier (hydrogenation alicycle group 
hydrocarbon) 25.00 Estradiol 0.50 Acetic-acid norethisterone 2.50 - according to the 



above-mentioned manufacture approach, it produced by this formula, it cut in desired 
magnitude, and considered as estradiol and acetic-acid norethisterone mixing 
pharmaceutical preparation. 

[0061] Example 4 of reference Silicone binder 92.00 Solid content (trade-name 
355Medicaladhesive* Dow Corning make) 

crotamiton 5.00 Estradiol 0.50 Acetic-acid norethisterone 2.50 - according to the 
above-mentioned manufacture approach, it produced by this formula, it cut in desired 
magnitude, and considered as estradiol and acetic-acid norethisterone mixing 
pharmaceutical preparation. 

[0062] Example of the example comparison of comparison 1 Estraderm TTS (Ciba-Geigy 
make) 

[0063] Example of comparison 2 Nitroderm TTS (Ciba-Geigy make) 

[0064] An adhesion test and skin irritation study were performed in the test piece, the 
example 1 of reference, and 2 lists of an example of the example trial of trial 1. adhesion 
test example by the following technique per test piece of the example of a comparison. It 
evaluated by sticking a test piece on 20 test subjects* (healthy people, male) overarm 
section, and sticking for 72 hours. The result is shown in Tables 1 and 2. an adhesion 
test " ** **: -- 03/4 exfoliation: - 11/2 exfoliation: -- 21/4 exfoliation: -- 3 edge exfoliation: 
-- with no 4 exfoliation : It evaluated in five steps of 5 and the average of a test subject 
was shown as a score all over Table 1. In the example, those without exfoliation were 
almost the case to that (score 3.4) in which 1/2 or more ****s was accepted in pasting of 
72 hours more than the moiety in the example of a comparison (score 1.7), and 1/4 
exfoliation was accepted more than the moiety in the example 1 of reference so that 
clearly also from the score shown all over Table 1 (scores 4.2-5.0). moreover, with [ skin 
irritation study ] no erythema : 0 " very slight erythema : 1 - clear erythema : 
Whenever [ middle / of two ], thru/or strong erythema : Four steps of evaluations of 3 
were performed and the average of a test subject was shown as a score all over Table 2. 
More than the moiety of the examples 1 and 2 of reference and the example of a 
comparison was below very slight erythema in the example to that (scores 1.7*2.8) 
which accepted clear erythema so that clearly also from the score in Table 2 (scores 
0.0-0.3). 
[0065] 
[Table 1] 



[0066] 
[Table 2] 



[0067] 50 degrees of each test piece of an example of trial 2. stability test example and 
the example 1 of reference were saved for C.2 months, and it checked about weight 
change of each test piece and the leakage of drugs. It x Swerved from the test piece with 
10% or more of weight change, and except was taken as O. what has adhesion of drugs 
at a liner in case a liner is removed about drugs leakage - x - it considered as O except 
it. A result is shown in Table 3. In the example, all were O to weight change and the 
leakage of drugs being x in the example 1 of reference. 
[0068] 
[Table 3] 



[0069] After sticking the test piece of an example of trial 3. cohesive-force trial example, 
and the example of a comparison on the stainless plate, respectively and leaving it for a 
while the test piece was slowly exfoliated with the finger and condition observation in 
the case of the exfoliation was performed. What that to which some in which what has 
the binder remainder in a stainless plate does not x Remain have ****** in O pan does 
not x Have evaluated by considering as O. The result is shown in Table 4. In the 
example of a comparison, ****** was accepted in all to the binder remainder and ****** 
not having been accepted at all in the example. 
[0070] 
[Table 4] 



[0071] The emission trial was performed by the rotating-cylinder method per test piece 
of the example of example of trial 4. emission test reference, and an example. As a test 
condition, it carried out by 32.0 **0.5-degreeC and cylinder rotational frequency 50rpm 
whenever [ 900ml / of test fluid /, and trial solution temperature ]. A result is shown in 



drawing 3 and 4. The thing of the example of reference started, it went up rapidly, and it 
turned out to falling in the second half that the thing of the example of this invention is 
a thing of a fixed burst size (controlled). The thing of an example showed the pattern by 
which emission control was carried out to the test piece of the example of reference 
serving as a primary emission by which emission control is not carried out, and it was 
shown that the equipment for an endermic therapy of this invention emits the drug of 
an amount effective in a therapy correctly and certainly. 
[0072] 

[Effect of the Invention] With the equipment for an endermic therapy of this invention, 
the increment in the skin stimulus in accordance with being bulky by arranging the 
adhesive fall and pressure sensitive adhesive layer by the interaction with drugs 
around during preservation of equipment can be abolished. Moreover, it can apply the 
drugs of a quantum to a patient correctly and certainly beforehand on the occasion of 
use while the drugs emission side is sealed during preservation of equipment, and it 
cancels this sealing performance on the occasion of use of equipment and abolishes the 
drugs loss under preservation substantially, since this invention is equipment with 
which the drug of an amount effective in a therapy passes a drugs emission layer from 
the storage tank of drugs liquid, and is supplied to a skin front face. 
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em'sfor .control pressure sensitive adhesive to a detail more ,n a drug re.ease s.de. 
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3.1n the drawings, any words are not translated. 



PRIOR ART 



[Description of the Prior Art] In the field of an endermic therapy, equipments for an endermic 
therapy, such as Estraderm (trade name) and nitro DAMU (trade name), are already developed 
and sold now. However, as for these equipments, the adhesion of the equipment to the skin may 
fall during preservation by the interaction with drugs. Such an adhesive fall can pose a problem 
fatal to patches. 

[0003] Moreover, some equipments for an endermic therapy with which the emission surface 
part of drugs and the pressure sensitive adhesive layer in connection with adhesion on the skin 
were separated are also proposed. For example, the example which made between a drugs 
storage tank and the adhesives which exist in the periphery divide into JP,61-265150,A with a 
circumferencial direction seal is indicated. The equipment for an endermic therapy shown in 
examples, such as JP,60-63344,U, JP,62-182942,U, JP,62-195326,A, JP,1 -22431 2,A, JP,4- 
46592.B, a ****** No. 503252 [ six to ] official report, JP,2-1283,A, and JP,62-212320,A f is also 
common in JP.61-2651 50,A in that the pressure sensitive adhesive layer of the perimeter of a 
drugs emission side and the interaction of a drugs storage tank are cut off. However, if a 
pressure sensitive adhesive layer which is seen by these examples is arranged around a drugs 
emission side, the whole equipment will be bulky and the adhesion to the skin will fall. Then, in 
order to raise adhesion, or it enlarges area of a pressure sensitive adhesive layer, adhesive 
strength will be raised and we are anxious about the increment in a skin stimulus. 
[0004] The estradiol contained in estrogen on the other hand when it says about a drug is 
secreted from the ovary at the stage when it can reproduce female. Therefore, the woman 
before and behind a menopause mainly causes lack of estradiol, and symptoms, such as 
menopausal disorders and an emmeniopathy, produce her. Although the cure by oral agent 
administration etc. is performed for the purpose which improves these symptoms now, since 
alimentary canals, liver, etc., such as the stomach and intestines, are metabolized quickly and 
inactivation is carried out, in order to expect sufficient drug effect manifestation, high-dose 
estradiol must be taken. Moreover, there is a possibility that manifestation nature, such as a side 
effect, may increase for a high dose. Then, the attempt with which is going to lessen the 
metabolic turnover of estradiol by dermal administration, and tends to be made to reach into 
blood, and it is going to present a therapy is made. For example, in JP,6-51623,B and a ****** 
No. 501386 [ three to ] official report, hormone, such as estradiol, is made to enclose into the gel 
of ethanol, and it is proposed about the reservoir mold pharmaceutical preparation which carries 
out emission control with the control film. However, the skin stimulus by ethanol occurs 
frequently and these have the problem that the cohesive force of a binder declines by the 
interaction with a drug solution. Examination which is made to absorb from transderma the 
corpus luteal hormone which is other hormone on the other hand, and suppresses the side effect 
in estradiol administration is also made. For example, in the ****** No. 500740 [ two to ] official 
report, estrogen and the percutaneous absorption pharmaceutical preparation containing the 
progestogen are proposed in a silicone system polymer basis, and the gel pharmaceutical 
preparation which contains estrogen in an acrylic ester system polymer basis is proposed by 
JP, 3-2201 21, A. However, in these pharmaceutical preparation, when 1 7-beta-estradiol, 
norethisterone, etc. were used, it had the fault that sustained-release was not enough. 
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Moreover the percutaneous absorption pharmaceutical preparation which uses estradiol and 
corpus luteal hormone as a drug effect component at JP.4-342532.A. and uses as a pr.nc.pal 
component the acrylic binder which consists of 2-ethylhexyl acrylate and an N-vmyl-2- 
pyrrolidone as a binder is proposed. However, drug release nature ,s low, and the stimulus to the 
skin of an acrylic binder is strong, and it is intolerable to long-term repet.t.ve admm.strat.on_ 
Moreover, the pharmaceutical preparation by which these emission ,s controlled has a poss.b.l.ty 
that blood drug concentration may rise at a stretch by the rapid standup of m.t.al em.ss.on, and 
the manifestation of a side effect may increase. 
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EFFECT OF THE INVENTION 

[Effect of the Invention] With the equipment for an endermic therapy of this invention, the 
increment in the skin stimulus in accordance with being bulky by arranging the adhesive fall and 
pressure sensitive adhesive layer by the interaction with drugs around during preservation of 
equipment can be abolished. Moreover, it can apply the drugs of a quantum to a patient correctly 
and certainly beforehand on the occasion of use while the drugs emission side is sealed during 
preservation of equipment, and it cancels this sealing performance on the occasion of use of 
equipment and abolishes the drugs loss under preservation substantially, since this invention is 
equipment with which the drug of an amount effective in a therapy passes a drugs emission layer 
from the storage tank of drugs liquid, and is supplied to a skin front face. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. Thi. document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



TECHNICAL PROBLEM 



rProblem(s) to be Solved by the Invention] The technical problem which this ^^iontonds to 
so v is a thing which depend the adhesive fall and pressure sensitive adhes.ve layer by the 

fron ^e Zl Z ^Es l^on side is sealed during preservation ? f equ.pment. cancehng 
apply the drugs of a quantum to a patient correctly and certa.nly beforehand on the 



can 

occasion of use 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 
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2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



MEANS 

[Means for Solving the Problem] this invention persons found out that exsorption could be 
prevented, controlling emission of drugs by using the drugs emission layer which consists of a 
pressure sensitive adhesive layer which can control emission of a drug in the equipment for an 
endermic therapy as a result of repeating research wholeheartedly, in order to solve the above- 
mentioned technical problem. That is, while being able to prevent the increment in a skin 
stimulus which depends for acquiring good adhesion by the equipment for an endermic therapy of 
this invention which has the drugs emission layer which consists of a pressure sensitive 
adhesive layer which can control emission of a drug, and being bulky, exsorption of drugs 
prevents during preservation, and after sticking this equipment to the patient skin, it becomes 
that it is possible in the drugs of an amount effective in a therapy being emitted from this 
equipment correctly and certainly, therefore, this invention — 1 — it is in offering the equipment 
for an endermic therapy which planned emission control of the drugs by simple structure, 
improvement in the preservation stability of two drugs, reduction of 3 skin irritation, good 
adhesion to the 4 skin, and high cohesive force of five pressure sensitive adhesives. 
[0007] This invention (A) Backing material layer of drugs nontransparent nature (B) Drugs 
storage reservoir which the drug of an amount effective in a therapy contained between the 
backing material layer and the drugs emission layer (C) It is related with the equipment for an 
endermic therapy which has the drugs emission layer which consists of a pressure sensitive 
adhesive layer which can control emission of a drug, and at least three layers which become 
more. The equipment for an endermic therapy of this invention can also have the separator layer 
which can be exfoliated on the occasion of use of equipment on the outside of the above 
mentioned drugs emission layer. Moreover, the drugs emission layer which controls emission of 
the drugs of this invention can also include the drugs permeability film (henceforth a porous 
layer) other than a pressure sensitive adhesive layer. This invention is more at a detail to offer 
the equipment for an endermic therapy which has a drugs emission layer containing the pressure 
sensitive adhesive layer which can control emission of the drug which consists of a pressure 
sensitive adhesive containing a rubber elastomer, a tackifier, and a softener, or a pressure 
sensitive adhesive which makes it come further to contain an acrylic binder for these 
components. Furthermore, the pressure sensitive adhesive layer of this invention applies the 
above mentioned pressure sensitive adhesive to a detail all over a drugs emission layer. 
[0008] This invention is explained concretely below. What has the layer structure shown in 
drawin g 1 as one gestalt of the equipment for an endermic therapy of this invention can be 
mentioned. The liquefied drugs containing the drug effect component of an amount with the thing 
of drawing 1 effective in a therapy are enclosed in drugs storage reservoir ** between backing 
material layer ** and porosity material ** of a drugs permeability film. The laminating of the 
pressure sensitive adhesive layer ** is carried out to the outer layer of porosity material **, and 
separator ** for sealing drugs is covered. On the occasion of use of this equipment, exfoliation 
removal of this separator ** is carried out. Drawin g 2 is drawing which looked at the condition of 
equipment of having removed separator ** of the equipment for an endermic therapy of this 
invention shown in drawin g 1 , from the skin side. Moreover, press layer ** is pressed depth 
along with the periphery of an effective emission side in the part which gave the drug 
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transparency film and the seal of bacxmg materi ^^^^^^ 

activity matter physiologically, there w.l be especaHy ™J^£^ rfed p P rodrug aS shows 
absorption of the drug of this invenfon ,. earned out £ ^ * ™ £ ^ est P radio , 
bioactive. For example, as an acfve pr.no.ple as estrogen 33 estrad^ th derivatives. 

coronary vasod. later example - "^^J^"^, anesthetic (example: lidocaine, 
hydrochloride, nrfed.p.ne race and.l. ^ muscle re | a xant (1NAPERIZON 

benzocaine. procaine KydrocMond. > " .hypertension agents (example: - 

:='^^%=a^^ 

- - 

oxybutynin hydrochlor.de and hula BOKISA u ant ' ™ (examole" — tranilast and azelastine 
chlorzoxazone -). such as meprobamate ^'^S^S^EU^ASUOmi etc.. a 

\ u - ocpnnriPA Ketot fen mequitazine, ibudilast, oxatomiae, cmcivrw 
-). such as REP0D ° PA (example- - chlorpromazine, nitrazepam, and d.azepam -) 

central nervous system acting drug (.example. cniop reS erpine and imipramine 

antiphlogistic sedative drugs (example: - ■ndomethac.n ) such as res P ETODORAGU, 
Ketoprofen. diclofenac, ketorolac, fe,b ' n ^^ and an antiemetic drug 

indometacin farnesil. etc.. smoking cessation ^ (eJSSe P [1 ] GE and PGFZalpha - 

(example: - an anti _ dizziness 

). such as benperidol, a sympa thetic nerve stimulant (example: - 

=«a^ 

class of anti-estrogen agents (example: tomox fen. ^droohlono ao,d a ^ 
other hormone drugs (example^estoster^ 

ramo^r^^^ 

Lorn onttrarto nfa k e it stare in a drugs storage^ rvo^s ^ ^ dermic 
presentation of the basis or eons ^J^JJjf^* He blending ratio of ooa, of 
therapy of this invention, the 10 40 * ot tne weigm r<l , 2 o to 70% of the weight, 

lower alcohol ] the desirable blending rat,o of co.1 of a ^ 27ela^ S has 0.1 - 10% of the 
The blending ratio of coal of the fatty aloohol which >• °" t he binding ratio of coal of 

a polyethylene glycol has 20 40* ot tne i we g glycerine monolaurate. or those 

mixtltsl Sl*r«*: and is su^ably prescribed as each of 
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these bases are also in the range of each blending ratio of coal. Moreover, these can add a 
gelling agent if needed. 

[0012] As a gelling agent, proper gelling agents, such as a carboxy vinyl polymerization object, 
sodium polyacrylate, a polyvinyl pyrrolidone, hydroxypropyl methylcellulose, hydroxyethyl 
cellulose, hydroxypropylcellulose, methyl cellulose, and a carboxymethyl cellulose, are illustrated. 
Furthermore, additives, such as an ultraviolet ray absorbent, an anti-oxidant, and antiseptics, 
may be added if needed. For example, P-aminobenzoic-acid derivative well-known as an 
ultraviolet ray absorbent, an anthranilic-acid derivative, salicylic acid derivatives, a coumarin 
derivative, an amino acid derivative, a benzotriazol derivative, a tetrazole derivative, an 
imidazoline derivative, a pyrimidine derivative, a dioxane derivative, a furan derivative, a pyrone 
derivative, a camphor derivative, a nucleic-acid derivative, an allantoin derivative, a nicotinic-acid 
derivative, a shikonin, or vitamin 6 derivative is illustrated, and benzophenone derivatives, such 
as a 2-hydroxy-4-methoxybenzophenone derivative, are used especially suitably. As an anti- 
oxidant, proper anti-oxidants, such as an ascorbic acid, stearic acid ester, sodium ascorbate, 
tocopherols (d bodies, such as alpha-tocopherol, beta-tocopherol, gamma-tocopherol, and delta- 
tocopherol, I bodies, dl object) and these ester derivatives, the NORUJIHIDOROGUASE retinoic 
acid, dibutylhydroxytoluene, burylhydroxyanisole, tert-butyl BIDOROKISHINON, gallate (ester, 
such as ethyl, propyl, and isoamyl), and 1-oxo — 3-methyl-4-isopropylbenzene, are illustrated. 
[0013] Next, a backing material layer is described. The film used as a backing material layer 
needs to be excellent in the so-called barrier property for prevention of the exsorption and 
vaporization of drugs, and needs to have the property of being able to paste up easily with the 
porosity material of a drugs emission material layer. Moreover, it is desirable that there is 
moderate flexibility at the time of sticking equipment on the skin. Although especially limitation 
will not be carried out as a material of a backing material film if it has the above-mentioned 
conditions, aluminum, an ethylene vinyl acetate copolymer or its saponification object, cellulose 
acetate, a cellulose, nylon, polyester, polyethylene, a polyvinylidene chloride, a polycarbonate, 
polyvinyl alcohol, polypropylene, etc. are specifically raised as an example. These materials can 
carry out the laminating of what made the shape of a film or was made paper and blanket-like if 
needed to a film, can process it in the shape of a laminated film, or can process the vacuum 
plating of aluminium, ceramic vacuum evaporationo, etc., and can improve barrier property, an 
adhesive property with a drugs emission material layer, etc. 

[0014] Here, an example of a presentation of the desirable drugs which can be used for this 
invention is shown. As absorption enhancers used by this invention, the fatty acid, fatty alcohol, 
or fatty acid ester to carbon numbers 7-20 shows sorbefacient [ with desirable especially 
especially expensive lauryl alcohol and myristyl alcohol ], and the skin has stimulative 
[ comparatively very little ]. Moreover, as a moisturizer, a sorbitol, a polyethylene glycol, 
diglycerol, propylene glycol, a butylene glycol, dipropylene glycol, sodium pyrrolidone carboxylate, 
ethyl carbitol, D-xylitol, a glycerol, and hyaluronic acid are desirable, and a glycerol or a 
polyethylene glycol is desirable especially in it. About a water component, the buffer solution is 
desirable and the MAKKURU vein buffer solution which is especially the broader-based buffer 
solution is desirable. As a stimulus reduction agent, fatty acid ester, sorbitol fatty acid ester, or 
its mixture is desirable. Especially as lower alcohol, ethanol or isopropanol is desirable. 
[0015] As a material which forms a drugs permeability film, it is porosity material, and an 
ethylene vinyl acetate copolymer, a cellulose, cellulose acetate, polyester, polyethylene, 
polypropylene, etc. are specifically raised. A drugs permeability film can consist of one sort of 
the macromolecule of the shape of the shape of the shape of a fine porosity film which has 
permeability, and paper, blanket-like, or sponge, or two sorts or more. About porosity material, it 
is desirable that it is the range whose gar rhe type permeability is 10-500sec / 100 cc. 
[0016] The pressure sensitive adhesive layers which can control emission of a drug are 
conditions with required having sufficient adhesive strength for making equipment adhere to the 
skin. Moreover, excelling in the safety to the skin is desirable. As a pressure sensitive adhesive 
layer of this invention, the thing using the pressure sensitive adhesive containing a rubber 
elastomer, a tackifier, and a softener or the pressure sensitive adhesive which makes these 
components come to contain an acrylic binder further is desirable. As for the pressure sensitive 
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k ♦ rolled the above mentioned pressure sensitive adhesive 
adhesive layer of this invention, what applied the above 

all over the drugs emission layer is more desirable^ adhesjve speciflca || y 

r0017] As a rubber elastomer used as a component made from exon chemistry -) 

£ example, a polyisobuty.ene ^or ^J^^^S as Oppano. etc., (A-B) a n-A 
The trade name made from BASUFU. ^^^ne-rtynin. block copolymer made from 
mold elastic polymer (for ^^SS^lS) ~) * styrene-isoprene-styrene block 
shell chemistry (trade name: cahph REXX TR ^ ^ styrene-.soprene- 

copolymer (trade name: caliph REXX TR _1 1U#. c | } Ja S ynthet.c Rubber Co Ltd., 
styrene block copolymer (trade , name. - ^^'^^ Quaen tuck 3421) by Nipper , Zeon 
the styrene-isoprene-styrene block J^JjJ tQmer „ indepe ndent - or although ,t 
Co.. Ltd.. etc. " etc. - ■ * is ^"^"^^l^butylene and a styrene-isoprene-styrene 
can combine and use, the^ co mbinat, on of a poly, ot> Y ^ ad e of 

b ,cck copolymer is -^^£^^,7- 40 % of the weight preferably, and are 10 
rubber elastomer are 5 - 50 A or tne we u 

30 % of the weight still more Preferably. adhesive, tackifiers, such as 

ro018] As a tackifier of the component of a P ressur ® Q p _ 100 (trade name)), ros.n 

Se group saturated hydrocarbon res.n (for example Al Cong 

ester (for example, KE-311. KE-100 trade name) su per ester S ^ ^ 

hydrogenation petroleum system res.n p_ 10 5 (trade name)), are illustrated, 

svstem hydrogenation resin (for example, chestnut AKUN w gre 5 _ 40 

Thetoadings to the inside of a pressure g^££& J Lre preferably. As a softener of 
% of the weight preferably, and ar * .}° ' ™^e S jZrs, such as a liquid paraffin polygene. 

alkyl ester homopolymer of the carbon numbers 4 other fijnchona , rty 

^polymer of the above-ment.oned ^^^^ acry ,ic ester, butyl acrylate. .sobutyl 
monomers is used suitably As the ™™™ eth , hexyl acryla te. Acrylic-ac.d .so octyl 

acrylate, Acrylic-acid hexyl, ^^*™dJ^ cUi lauryl, acrylic-acid stearyl, a methyl 
acrylic-acid DESHIRU, acrylic-ac.d .sodecy^ me thacrylic-acid isobutyl, 2-ethylhexyl 
meThacrylate, Ethyl methacrylate m «^^^ DESHIRU, methacrylic-ac.d .sodecyl, 
methacrylate. methacryl.c-ac.d ,so °ctyl meth *cry Ag an example c f the above 

methacrylic-acid lauryl. stearyl me ^! C ^ me 7 which has . hydroxyl group, the monomer wh ch 
mentioned functionality monomer. the_ m ° no ^ r the monomer which has an amino 

L a carboxy. group, the monomer ^wh.c ha an »m.deg ^ _ ^ ^ n 

group, the monomer wh.ch has a pyrrol.done ring 2-BIDOROKISH1 ethyl (meta) acrylate and 
hydroxyl group, hydroxyalkyl ^r?*^ 8 ^. monomer which has a carboxyl group, 
hydroxypropyl (meta) acrylate. etc. '^S^i^nlo acids, such as alpha [. such as an 
maleic-acid monoalkyl estermale-c^ buty 

as a ma,eic acid a,so with the same 

a 0 n 0 h 2 y 0] ri As a m'onomer which has an amide 

2S (meta) acrylamide:N-butoxy methy taonftamjds. ^Sne ac^,amide. etc. are illustrated 
d etM acrylamide. and N-ethoxy ^ylac^e. has an amino group. An N- 

Dimethylamino ethyl acrylate etc. is 'Mu*ratrf as a mono, m Mone ring . T he loadings to 

vinV-pyrrolidone etc. is acry'c binders are 0 - 80 % of the 

the inside of the pressure sen f 7J^f c '^ ation , 0 % of the weight is meant), are 5 - 60 /. of 
weight (in rubber elastomer '"dependent comb'nat o ^ b|y _ 

the weight preferably, and are 10 - 30 % f * e ™ « a(Jhesive layer is 30-300 m.crometers. .f 
[0021] The thickness with a suitable pressure sensix 
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it is thinner than 30 micrometers, a problem will produce it in adhesion, and emission control may 
become difficult if thicker than 300 micrometers. 

[0022] It becomes equipment for an endermic therapy which possesses the skin safety of the 
invention in this application, and emission control with the combination of these elastomers, a 
tackifier, a softener, and/or an acrylic binder. 

[0023] Furthermore, a well-known additive can be blended with the pressure sensitive adhesive 
layer of this invention if needed for preparation of an adhesive property, safety, and stability. 
Specifically, optimum dose content of the combination of resolvents, such as inorganic bulking 
agents, such as water absorbing polymers, such as SUMIKAGERU SP-520 (trade name), AKUA 
keeping 4SH (trade name), ARASOBU 800F (trade name), and SANWETTO 1M-1000MPS (trade 
name), a zinc oxide, a calcium carbonate, a titanium dioxide, and silicas, a polyethylene glycol, 
and crotamiton, etc. is carried out suitably. 

[0024] About the film used as a separator layer, it must be required during preservation of 
equipment to be able to prevent the drugs vaporization from a drugs emission layer etc., and 
exfoliation removal must be possible for this separator layer in the case of use of equipment. 
The material of a separator film has aluminum, a cellulose, polyester, polyethylene, usable 
polypropylene, etc., and may specifically carry out the laminating of these films if needed. 
Moreover, the front face is processed by silicon or fluorocarbon, or a well-known additive is 
blended into a liner material, detachability may be adjusted or barrier property may be adjusted. 
The tongue section for exfoliation can be prepared in a separator so that the handling at the 
time of exfoliating may become easy. Although seal adhesion needs to be carried out during 
preservation of equipment about the adhesive property between a drugs emission layer and the 
separator which covers this, the exfoliation removal of this separator must be able to be carried 
out on the occasion of use of equipment. Therefore, the adhesive strength between a drugs 
emission layer and the liner which covers this must be lower than the adhesive strength of a 
backing material layer and a drugs emission layer. 

[0025] Although especially the configuration of equipment is not limited, circular, an ellipse form, 
a polygon, etc. are raised. The area of equipment has desirable 1cm thing which 2-200cm are in 
the range of 2. If it will become difficult to remove a separator and to stick equipment on the 
skin if area is narrower than 2 1cm, and it becomes large from 2 200cm, the feeling of wearing of 
equipment will worsen. On the other hand about the thickness of equipment, it is desirable in the 
total thickness of the equipment also containing the separator in a drugs storage tank part that 
it is the range of 0.1-1 5mm. Since it is obliged for the amount of administration drugs per drugs 
emission area to decrease and the durability of drugs emission becomes short when thickness is 
thinner than 0.1mm, it is not desirable. When thickness is thicker than 15mm, possibility that 
equipment will exfoliate by sudden actuation of a patient becomes high and is not desirable. 
[0026] Thus, a merit since the degree of freedom of a drugs presentation is high as compared 
with a tape etc., when it is broadly permissible from a viscous low liquefied thing to a viscous 
liquefied high thing as description of drugs since the obtained equipment for this endermic 
therapy has the structure where drugs were enclosed between the backing material layer and 
the drugs emission layer, and designing safety, stability, and effectiveness suitably is large. 
[0027] As the manufacture approach of the percutaneous absorption pharmaceutical preparation 
of this invention, there is especially no limit and it can be manufactured by the usual approach. 
For example, after dissolving all the components of a pressure sensitive adhesive layer in organic 
solvents, such as a hexane, toluene, and ethyl acetate, as the adjustment approach of the drugs 
emission layer of this invention, it **** to a separator and an organic solvent is removed. A 
pressure sensitive adhesive layer contrary to a separator side is covered by porosity material, a 
drugs emission layer is created, that drugs emission layer is cut in a desired configuration, after 
a backing material layer and heat sealing, the drugs adjusted independently are dropped at a 
porosity material side, and the equipment for an endermic therapy of this invention is obtained 
[ it judges along with the periphery of this heat sealing, and ]. Moreover, about the drugs with 
which the percutaneous absorption pharmaceutical preparation of this invention is stored, lower 
alcohol, a moisturizer, water, a stimulus reduction agent, absorption enhancers, and a drug can 
be prescribed suitably, and can be adjusted with an emulsification test machine (daylight 
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;hemical ET-3A mold). 



[Translation done.] 
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